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RULES  AND  REGULATIONS 


Title  21 — Food  and  Drugs 

CHAPTER  I— FOOD  AND  DRUG  ADMINIS¬ 
TRATION,  DEPARTMENT  OF  HEALTH, 

EDUCATION,  AND  WELFARE 

SUBCHAPTER  D — DRUGS  FOR  HUMAN  USE 

[Recodification  Docket  No.  5[ 

Reorganization  and  Republication 

The  Commissioner  of  Food  and  Drugs, 
for  the  purposes  of  establishing  an  or¬ 
derly  development  of  informative  regula¬ 
tions  for  the  Food  and  Drug  Administra¬ 
tion,  furnishing  ample  room  for  expan¬ 
sion  of  such  regulations  in  years  ahead, 
and  providing  the  public  and  affected  in¬ 
dustries  with  regulations  that  are  easy 
to  find,  read,  and  understand,  has  ini¬ 
tiated  a  recodification  program  for 
Chapter  I  of  Title  21  of  the  Code  of  Fed¬ 
eral  Regulations. 

This  is  the  fifth  document  in  a  series 
of  recodification  documents  that  will 
eventually  include  all  regulations  ad¬ 
ministered  by  the  Food  and  Drug  Ad¬ 
ministration. 

The  volume  of  regulatory  material  for 
human  drugs  under  Subchapter  C — 
Drugs  requires  that  these  regulations  be 
recodified  in  two  documents.  This,  the 
fifth  document,  recodifies  drug  regula¬ 
tions  in  current  Parts  130,  131,  164,  165, 
and  167.  Another,  a  sixth  document,  per¬ 
taining  to  procedural  regulations  and  in¬ 
dividual  drug  monographs  for  antibiotic 
drugs  for  human  use,  will  be  published 
in  the  Federal  Register  prior  to  the  re¬ 
vision  of  the  annual  volume  of  the  Code 
of  Federal  Regulations  relating  to  Parts 
141  through  599,  which  is  scheduled  for 
May  1, 1974. 

Regulations  for  human  drugs  formerly 
under  Parts  130,  131,  164,  165,  and  167  of 
Subchapter  C — Drugs  have  been  reor¬ 
ganized  into  a  new  Subchapter  D — Drugs 
for  Human  Use  in  an  effort  to  provide 
greater  clarity  and  convenience  to  the 
user.  The  following  table  shows  the  rela¬ 
tionship  of  the  CFR  section  numbers 
under  Subchapter  C  prior  to  this  repub¬ 
lication  to  their  redesignation  reflected 
in  the  new  Parts  310,  312,  314,  328,  329, 
330,  369,  and  429  of  Subchapter  D: 

Old  section  New  section 


130.1 

310.3 

130.2 

310.4 

130.3 

312.1 

1303a 

312.9 

130.3b 

312.10 

130.4 

314.1 

130.5 

314.110 

130.6 

314.100 

130.7 

314.6 

130  8 

314.7 

130.9 

314.8 

130.10 

314.105 

130.11 

314.9 

130.12 

314.111 

130.13 

310.300 

130.13a 

310.301 

130.13b 

314.13 

130.14 

314.200 

130.15 

314.201 

130.16 

314.202 

130.17 

314.203 

130.18 

314.204 

130.19 

314.220 

130.20 

314.221 

130.21 

314.222 

130.22 

314.205 

130.23 

314.206 

130.24 

314.230 

Old  section  New  section 


130.25 

314.231 

130.26 

314.232 

130.27 

314.115 

130.28 

314.120 

130.29 

314.121 

130.30 

314.12 

130.31 

314.235 

130.32 

314.11 

130.33 

314.10 

130.34 

314.116 

130.35 

310.302 

130.36 

310.101 

130.37 

310.102 

130.38 

310.9 

130.39 

310.100 

130.40 

310.6 

130.41 

310.103 

130.44 

310.505 

130.45 

310.501 

130.46 

310.504 

130.47 

310.303 

130.48 

310.304 

130.49 

310.503 

130.50 

310.502 

130.51 

310.500 

130.101 

310.200 

130.102 

310.201 

130.201 

314.300 

130.301(a)  (1) 

330.10 

through  (12) 
130.301(a)  (13) 

330.11 

130.301(b) 

330.5 

130.302 

330.1 

130.303 

330.12 

131.1 

369.1 

131.2 

369.2 

131.3 

369.3 

131.4 

369.4 

131.5 

369.5 

131.6 

369.6 

131.7 

369.7 

131.8 

369.8 

131.9 

369.9 

131.10 

369.10 

131.15 

369.20 

131.16 

369.21 

131.17 

369.22 

131.25 

369.30 

164.1 

429.3 

164.2 

429.40 

164.3 

429.41 

164.4 

429.45 

164.5 

429.10 

164.6 

429.11 

164.7 

429.12 

164.8 

429.60 

164.9 

429.47 

164.10 

429.55 

164.11 

429.25 

164.12 

429.26 

164.15 

429.30 

164.16 

429.50 

165.1 

329.1 

165.2 

329.10 

165.5 

329.20 

167.1 

328.3 

167.2 

328.10 

167.3 

328.30 

167.4 

328.4 

167.5 

328.34 

167.6 

328.35 

167.7 

328.20 

The  changes  being  made  are  nonsub¬ 
stantive  in  nature  and  for  this  reason 
notice  and  public  procedure  are  not  pre¬ 
requisites  to  this  promulgation.  For  the 
convenience  of  the  user,  the  entire  text 
of  Parts  310,  312,  314,  328,  329,  330,  369, 
and  429  of  Subchapter  D  are  set  forth 
below. 

Dated:  March  27, 1974. 

Sam  D.  Fine, 
Associate  Commissioner 
for  Compliance. 


Therefore,  21  CFR  is  amended  by  re¬ 
designating  Parts  130,  131,  164,  165,  and 
167  of  Subchapter  C  as  Parts  310,  312, 
314,  328,  329,  330,  369,  and  429  of  Sub¬ 
chapter  D — Drugs  for  Human  Use,  and 
republished  to  read  as  follows : 

Suchapter  D — Drugs  for  Human  Use 

Part 

310  New  Drugs. 

312  New  Drugs  for  Investigational  Use. 
314  New  Drug  Applications. 

328  In  Vitro  Diagnostic  Products. 

329  Habit  Forming  Drugs. 

330  Over-the-Counter  (OTC)  Human 

Drugs  Generally  Recognized  as 
Safe  and  Effective  and  Not 
Misbranded. 

369  Interpretative  Statements  Re 
Warnings  on  Drugs  and  Devices 
for  Over-the-Counter  Sale, 

429  Drugs  Composed  Wholly  or  Partly 
of  Insulin. 

PART  310— NEW  DRUGS 

Subpart  A — General  Provisions 

Sec. 

310.3  Definitions  and  interpretations. 

310.4  Biologies;  products  subject  to  li¬ 

cense  control. 

310.6  Applicability  of  Drug  Efficacy  Study 
Implementation  Notices  and  No¬ 
tices  of  Opportunity  for  Hearing 
to  identical,  related,  and  similar 
,  drug  products. 

310.9  Designated  Journals. 

Subpart  B — Specific  Administrative  Rulings  and 
Decisions 

310.100  New-drug  status  opinions;  state¬ 

ment  of  policy. 

310.101  FD&C  Red  No.  4;  procedure  for  dis¬ 

continuing  use  in  new  drugs  for 
ingestion;  statement  of  policy. 

310.102  Consent  for  use  of  investigational 

new  drugs  (IND)  on  humans; 
statement  of  policy. 

310.103  New-drug  substances  intended  for 

hypersensitivity  testing. 

Subpart  C — New  Drugs  Exempted  From 
Prescription-Dispensing  Requirements 

310.200  Prescription-exemption  procedure. 

310.201  Exemption  for  certain  drugs  lim¬ 

ited  by  new-drug  applications  to 
prescription  sale. 

Subpart  D — Records  and  Reports 

310.300  Records  and  reports  concerning  ex¬ 

perience  on  drugs  for  which  an 
approval  is  in  effect. 

310.301  Reporting  of  adverse  drug  experi¬ 

ences. 

310.302  Records  and  reports  on  new  drugs 

and  antibiotics  for  use  by  man 
for  which  applications  or  certifi¬ 
cation  forms  5  and  6  became  effec¬ 
tive  or  were  approved  prior  to 
June  20,  1963. 

310.303  Contlnuaton  of  long-term  studies, 

records,  and  reports  on  certain 
drugs  for  which  new-drug  appli¬ 
cations  have  been  approved. 

310.304  Drugs  that  are  subjects  of  approved 

new-drug  applications  and  that 
require  special  studies,  records, 
and  reports. 

Subpart  E — Requirements  for  Specific  New 
Drugs  or  Devices 

310.500  Digoxin  products  for  oral  use;  con¬ 

ditions  for  marketing. 

310.501  Oral  contraceptive  preparations; 

labeling  directed  to  the  patient. 

310.502  Certain  intrauterine  devices  for  hu¬ 

man  use  for  the  purpose  of  con¬ 
traception. 
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Sec. 

310.503  Requirements  regarding  certain 

radioactive  drugs. 

310.504  Amphetamines  (amphetamine,  dex¬ 

troamphetamine,  and  their  salts 
and  levamfetamine  and  its  salts) 
for  human  use. 

310.505  Conditions  for  use  of  methadone. 

Authority:  Secs.  502,  503,  505,  701,  52  Stat. 
1051,  1052,  1053,  1055,  as  amended  (21  U.S.C. 
352,  353  ,  355,  371)  (5  U.S.C.  554),  unless 
otherwise  noted. 

Subpart  A — General  Provisions 
§  310.3  Definitions  and  interpretations. 

As  used  in  this  part: 

(a)  The  term  “act”  means  the  Fed¬ 
eral  Food,  Drug,  and  Cosmetic  Act,  as 
amended  (secs.  201-902,  52  Stat.  1040 
et  seq.,  as  amended:  21  U.S.C.  321-392). 

(b)  “Department”  means  the  Depart¬ 
ment  of  Health,  Education,  and  Welfare. 

(c)  “Secretary”  means  the  Secretary 
of  Health,  Education,  and  Welfare. 

(d)  “Commissioner”  means  the  Com¬ 
missioner  of  Food  and  Drugs. 

(e)  The  term  “person”  includes  indi¬ 
viduals,  partnerships,  corporations,  and 
associations. 

(f )  The  definitions  and  interpretations 
of  terms  contained  in  section  201  of  the 
act  shall  be  applicable  to  such  terms 
when  used  in  the  regulations  in  this 
part. 

(g)  “New-drug  substance”  means  any 
substance  that  when  used  in  the  manu¬ 
facture,  processing,  or  packing  of  a  drug, 
causes  that  drug  to  be  a  new  drug,  but 
does  not  include  intermediates  used  in 
the  synthesis  of  such  substance. 

(h)  The  newness  of  a  drug  may  arise 
by  reason  (among  other  reasons)  of: 

(1)  The  newness  for  drug  use  of  any 
substance  which  composes  such  drug,  in 
whole  or  in  part,  whether  it  be  an  active 
substance  or  a  menstruum,  excipient, 
carrier,  coating,  or  other  component. 

(2)  The  newness  for  a  drug  use  of  a 
combination  of  two  or  more  substances, 
none  of  which  is  a  new  drug. 

(3)  The  newness  for  drug  use  of  the 
proportion  of  a  substance  in  a  combina¬ 
tion,  even  though  such  combination  con¬ 
taining  such  substance  in  other  propor¬ 
tion  is  not  a  new  drug. 

(4)  The  newness  of  use  of  such  drug 
in  diagnosing,  curing,  mitigating,  treat¬ 
ing,  or  preventing  a  disease,  or  to  affect 
a  structure  or  function  of  the  body,  even 
though  such  drug  is  not  a  new  drug  when 
used  in  another  disease  or  to  affect 
another  structure  or  function  of  the 
body. 

(5)  The  newness  of  a  dosage,  or 
method  or  duration  of  administration  or 
application,  or  other  condition  of  use 
prescribed,  recommended,  or  suggested  in 
the  labeling  of  such  drug,  even  though 
such  drug  when  used  in  other  dosage,  or 
other  method  or  duration  of  adminis¬ 
tration  or  application,  or  different  con¬ 
dition,  is  not  a  new  drug. 

(i)  “Animals  used  only  for  laboratory 
research”  and  “laboratory  research  ani¬ 
mals”  mean  individual  animals  or  groups 
of  animals  used  solely  for  laboratory  re¬ 
search  purposes  regardless  of  species  and 
does  not  include  animals  intended  to  be 
used  for  any  food  purposes  or  animals  in¬ 


tended  to  be  kept  as  domestic  pets  or 
livestock. 

(j)  The  term  “sponsor”  means  the  per¬ 
son  or  agency  who  assumes  responsibility 
for  an  investigation  of  a  new  drug,  in¬ 
cluding  responsibility  for  compliance 
with  applicable  provisions  of  the  act  and  ~ 
regulations.  The  “sponsor”  may  be  an  in¬ 
dividual,  partnership,  corporation,  or 
Government  agency  and  may  be  a  manu¬ 
facturer,  scientific  institution,  or  an  in¬ 
vestigator  regularly  and  lawfully  engaged 
in  the  investigation  of  new  drugs. 

(k)  The  phrase  “related  drug(s)”  in¬ 
cludes  other  brands,  potencies,  dosage 
forms,  salts,  and  esters  of  the  same  drug 
moiety,  including  articles  prepared  or 
manufactured  by  other  manufacturers; 
and  any  other  drug  containing  a  com¬ 
ponent  so  related  by  chemical  structure 
or  known  pharmacological  properties 
that,  in  the  opinion  of  experts  qualified 
by  scientific  training  and  experience  to 
evaluate  the  safety  and  effectiveness  of 
drugs,  it  is  prudent  to  assume  or  ascer¬ 
tain  the  liability  of  similar  side  effects 
and  contraindications. 

(l)  [Reserved] 

(m)  “Designated  journal(s)”  means 
journals  listed  in  §  310.9. 

§  310.4  Biologies;  products  subject  to 
license  control. 

A  new  drug  shall  not  be  deemed  to 
be  subject  to  section  505  of  the  act  if  it 
is  a  drug  licensed  under  the  Public  Health 
Service  Act  of  July  1,  1944  (58  Stat.  682, 
as  amended;  42  U.S.C.  201  et  seq.)  or 
under  the  animal  virus,  serum,  and  toxin 
law  of  March  4,  1913  (37  Stat.  832;  21 
U.S.C.  151  et  seq.). 

§310.6  Applicability  of  Drug  Efficacy 
Study  Implementation  notices  and 
notices  of  opportunity  for  hearing 
to  identical,  related,  and  similar  drug 
products. 

(a)  The  Food  and  Drug  Administra¬ 
tion’s  conclusions  on  the  effectiveness  of 
drugs  are  currently  being  published  in 
the  Federal  Register  as  Drug  Efficacy 
Study  Implementation  (DESI)  Notices 
and  as  Notices  of  Opportunity  for  Hear¬ 
ing:  The  specific  products  listed  in  these 
notices  include  only  those  that  were  in¬ 
troduced  into  the  market  through  the 
new-drug  procedures  from  1938-62  and 
were  submitted  for  review  by  the  National 
Academy  of  Sciences-National  Research 
Council  (NAS-NRC) , '  Drug  Efficacy 
Study  Group.  Many  products  which  are 
identical  to,  related  to,  or  similar  to  the 
products  listed  in  these  notices  have  been 
marketed  under  different  names  or  by 
different  firms  during  this  same  period  or 
since  1962  without  going  through  the 
new-drug  procedures  or  the  Academy  re¬ 
view.  Even  though  these  products  are  not 
listed  in  thtf  notices,  they  are  covered  by 
the  new  drug  applications  reviewed  and 
thus  are  subject  to  these  notices.  All  per¬ 
sons  with  an  interest  in  a  product  that  is 
identical,  related,  or  similar  to  a  drug 
listed  in  a  drug  efficacy  notice  or  a  notice 
of  opportunity  for  a  hearing  will  be 
given  the  same  opportunity  as  the  appli¬ 
cant  to  submit  data  and  information, 
to  request  a  hearing,  and  to  participate 
in  any  hearing.  It  is  not  feasible  for  the 


Food  *and  Drug  Administration  to  list  all 
products  which  are  covered  by  an  NDA 
and  thus  subject  to  each  notice.  How¬ 
ever,  it  is  essential  that  the  efficacy  con¬ 
clusions  be  applied  to  all  identical,  re¬ 
lated,  and  similar  drug  products  to  which 
those  conclusions  are  reasonably  applica¬ 
ble.  Any  product  not  in  compliance  with 
an  applicable  drug  efficacy  notice  is  in 
violation  of  section  505  (new  drugs)  and/ 
or  section  502  (misbranding)  of  the  act. 

(b)  An  identical,  related,  or  similar 
drug  includes  other  brands,  potencies, 
dosage  forms,  salts,  and  esters  of  the 
same  drug  moiety  as  well  as  of  any  drug 
moiety  related  in  chemical  structure  or 
known  pharmacological  properties. 
Where  experts  qualified  by  scientific 
training  and  experience  to  evaluate  the 
safety  and  effectiveness  of  drugs  would 
conclude  that  the  findings  in  a  drug  ef¬ 
ficacy  notice  or  notice  of  opportunity  for 
hearing  concerning  effectiveness  are  ap¬ 
plicable  to  an  identical,  related,  or  simi¬ 
lar  drug  product,  such  product  is  affected 
by  the  notice.  A  combination  drug  prod¬ 
uct  containing  an  identical,  related,  or 
similar  drug  is  also  subject  to  the  con¬ 
clusions  contained  in  the  notice.  Any 
person  may  request  an  opinion  on  the 
applicability  of  such  a  notice  to  a  specific 
product  by  writing  to  the  Food  and  Drug 
Administration  at  the  address  shown  in 
paragraph  (e)  of  this  section. 

(c)  Manufacturers  and  distributors  of 
drugs  should  review  their  products  as 
drug  efficacy  notices  are  published  and 
assure  that  identical,  related,  or  similar 
products  comply  with  all  the  provisions 
of  the  notices. 

(d)  The  published  notices  and  sum¬ 
mary  lists  of  the  conclusions  are  of  par¬ 
ticular  interest  to  drug  purchasing 
agents.  These  agents  should  take  par¬ 
ticular  care  to  assure  that  the  same  pur¬ 
chasing  policy  applies  to  drug  products 
that  are  identical,  related,  or  similar  to 
those  named  in  the  drug  efficacy  notices. 
The  Food  and  Drug  Administration  ap¬ 
plies  the  same  regulatory  policy  to  all 
such  products.  In  many  instances  a  de¬ 
termination  can  readily  be  made  as  to 
the  applicability  of  a  drug  efficacy  no¬ 
tice  by  an  individual  who  is  knowledge¬ 
able  about  drugs  and  their  indications 
for  use.  Where  the  relationships  are  more 
subtle  and  not  readily  recognized,  the 
purchasing  agent  may  request  an  opinion 
by  writing  to  the  Food  and  Drug  Ad¬ 
ministration  at  the  address  shown  in 
paragraph  (e)  of  this  section. 

(e)  Interested  parties  may  submit  to 
the  Food  and  Drug  Administration,  Bu¬ 
reau  of  Drugs,  Office  of  Compliance, 
HFD-300,  5600  Fishers  Lane,  Rockville, 
MD  20852,  the  names  of  drug  products, 
and  of  their  manufacturers  or  distrib¬ 
utors,  that  should  be  the  subject  of  the 
same  purchasing  and  regulatory  policies 
as  those  reviewed  by  the  Drug  Efficacy 
Study  Group.  Appropriate  action,  includ¬ 
ing  referral  to  purchasing  officials  of 
various  government  agencies,  will  be 
taken. 

(f)  This  regulation  does  not  apply  to 
OTC  drugs  identical,  similar,  or  related 
to  a  drug  in  the  Drug  Efficacy  Study  un¬ 
less  there  has  been  or  is  notification  in 
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the  Federal  Register  that  a  drug  will 
not  be  subject  to  an  OTC  panel  review 
pursuant  to  §§  330.10,  330.11,  and  330.5  of 
this  chapter. 

§  310.9  Designated  journals. 

The  following  journals  are  available  to 
the  Food  and  Drug  Administration  and 
thus  permit  waiving  of  the  submission 
of  reprints  and  summaries  covering  re¬ 
ports  contained  in  these  journals  to  the 
extent  that  such  requirements  are  waived 
in  the  regulations  in  this  part: 

Acta  Allergologies  (Copenhagen). 

Acta  Endocrinologies  (Copenhagen). 

Acta  Haematologica  (Basel) . 

Acta  Medics  Scandinavica  (Stockholm). 
Acta  Obstetricia  et  Gynecologica  Scandina¬ 
vica  (Lund). 

Acta  Paediatrics  Scandinavica  (Stockholm). 
Acta  Pathologica  et  Microblologica  Scandina¬ 
vica  (Copenhagen). 

Acta  Pharma cologica  et  Toxicologies  (Copen¬ 
hagen)  . 

Acta  Physiologies  et  Pharmacologies  Neer- 
landica  (Amsterdam). 

Acta  Psychiatrics  Scandinavica  (Copen¬ 
hagen)  . 

Acta  Psychiatrics  Scandinavica  Supple¬ 
ment  um  (Copenhagen) . 

Aerospace  Medicine  (St.  Paul). 

Alabama  Journal  of  Medical  Sciences  (Bir¬ 
mingham)  . 

Alaska  Medicine  (Anchorage). 

American  Heart  Journal  (St.  Louis) . 

American  Journal  of  Cardiology  (New  York). 
American  Journal  of  Clinical  Nutrition 
(Bethesda) . 

American  Journal  of  Clinical  Pathology 
(Baltimore). 

American  Journal  of  Digestive  Diseases  (New 
York). 

American  Journal  of  Diseases  of  Children 
(Chicago) . 

American  Journal  of  Gastroenterology  (New 
York). 

American  Journal  of  Hospital  Pharmacy 
(Ann  Arbor) . 

American  Journal  of  Medicine  (New  York). 
American  Journal  of  the  Medical  Sciences 
(Philadelphia) . 

American  Journal  of  Obstetrics  and  Gynecol¬ 
ogy  (St.  Louis) . 

American  Journal  of  Ophthalmology  (Chi¬ 
cago). 

American  Journal  of  Pathology  (New  York) . 
American  Journal  of  Pharmacy  and  the 
Sciences  Supporting  Public  Health  (Phila¬ 
delphia)  . 

American  Journal  of  Physiology  (Bethesda). 
American  Journal  of  Psychiatry  (Hanover, 
N.H.). 

American  Journal  of  Psychotherapy  (Lan¬ 
caster,  Pa.). 

American  Journal  of  Public  Health  and  the 
Nation’s  Health  (New  York) . 

American  Journal  of  Roetgenology,  Radium 
Therapy  and  Nuclear  Medicine  (Spring- 
field,  Ill.). 

American  Journal  of  Surgery  (New  York). 
American  Journal  of  Tropical  Medicine  and 
Hygiene  (Baltimore). 

American  Review  of  Respiratory  Diseases 
(Baltimore) . 

Anaesthesia  (London) . 

Anesthesia  and  Analgesia;  Current  Re¬ 
searches  (Cleveland). 

Anesthesiology  (Philadelphia), 

Angiology  (Baltimore). 

Annales  de  Pediatrle  (Paris). 

Annals  of  Allergy  (St.  Paul)  . 

Annals  of  Internal  Medicine  (Philadelphia). 
Annals  of  the  New  York  Academy  of  Sci¬ 
ences  (New  York) . 

Annals  of  Otology,  Rhinology  and  Laryngol¬ 
ogy  (St.  Louis). 


Annals  of  the  Rheumatic  Diseases  (London) . 

Annals  of  Surgery  (Philadelphia). 

Annals  of  Tropical  Medicine  and  Parasitology 
(Liverpool). 

Applied  Microbiology  (Baltimore). 

Applied  Therapeutics  (Toronto). 

.Archives  of  Dermatology  (Chicago). 

Archives  of  Disease  in  Childhood  (London) . 

Archives  of  General  Psychiatry  (Chicago). 

Archives  of  Internal  Medicine  (Chicago). 

Archives  Internationales  de  Pharmacody¬ 
namic  et  de  Therapie  (Ghent) . 

Archives  of  Neurology  (Chicago). 

Archives  of  Ophthalmology  (Chicago) . 

Archives  of  Otolaryngology  (Chicago). 

Archives  of  Pathology  (Chicago). 

Archives  of  Surgery  (Chicago) . 

Arizona  Medicine  (Scottsdale) . 

Arthritis  and  Rheumatism  (New  York) . 

Arzneimittel-Forschung  (Aulendorf ) . 

Blood;  Journal  of  Hematology  (New  York). 

British  Dental  Journal  (London) . 

British  Heart  Journal  (London). 

British  Journal  of  Addiction  (Shewsbury). 

British  Journal  of  Anaesthesia  (Altrincham) . 

British  Journal  of  Clinical  Practice  (Lon¬ 
don). 

British  Journal  of  Dermatology  (London). 

British  Journal  of  Experimental  Pathology 
(London) . 

British  Journal  of  Diseases  of  the  Chest 
(London). 

British  Journal  of  Haematology  (Oxford). 

British  Journal  of  Industrial  Medicine  (Lon¬ 
don). 

British  Journal  of  Ophthalmology  (London) . 

British  Journal  of  Pharmacology  and  Chemo¬ 
therapy  (London). 

British  Journal  of  Psychiatry  (London) . 

British  Journal  of  Radiology  (London) . 

British  Journal  of  Surgery  (Bristol) . 

British  Journal  of  Venereal  Diseases  (Lon¬ 
don). 

British  Medical  Bulletin  (London) . 

British  Medical  Journal  (London) . 

Bulletin  of  the  Johns  Hopkins  Hospital 
(Baltimore). 

Bulletin  of  Narcotic  Drugs  (New  York) . 

Bulletin  of  the  New  York  Academy  of  Medi¬ 
cine  (New  York) . 

Bulletin  of  the  Parenteral  Drug  Association 
(Philadelphia) . 

Bulletin  of  the  Sloane  Hospital  for  Women 
(New  York). 

Bulletin  of  the  Toilet  Goods  Association 
(New  York). 

Bulletin  of  the  World  Health  Organization 
(Geneva). 

Bulletin;  University  of  Miami  School  of 
Medicine  and  Jackson  Memorial  Hospital 
(Miami). 

California  Medicine  (San  Francisco). 

Canadian  Anaesthetists’  Society  Journal 
(Toronto) . 

Canadian  Medical  Association  Journal  (To¬ 
ronto). 

Cancer  (Philadelphia). 

Cancer  Chemotherapy  Reports  (Washing¬ 
ton). 

Cancer  Research  (Chicago). 

Ohemotherapia  (Basel). 

Chicago  Medicine  (Chicago). 

Cincinnati  Journal  of  Medicine  (Cincin¬ 
nati)  . 

Circulation;  Journal  of  the  American  Heart 
Association  (New  York) . 

Circulation  Research  (New  Yorlf) . 

Clin  Alert  (Louisville). 

Clinical  Medicine  ( Winnetka,  HI.) . 

Clinical  Obstetrics  and  Gynecology  (New 
York). 

Clinical  Pediatrics  (Philadelphia). 

Clinical  Pharmacology  and  Therapeutics  (St. 
Louis). 

Clinical  Proceedings  Children’s  Hospital 
(Washington) . 

Clinical  Research  (New  York). 

Clinical  Science  (London) . 


Comprehensive  Psychiatry  (New  York) . 

Comptes  Rendus  des  Seances  de  la  Societe  do 
Biologie  et  de  Ses  Filiales  (Paris). 

Connecticut  Medicine  (New  Haven). 

Current  Psychiatric  Therapies  (New  York). 

Current  Therapeutic  Research  (New  York). 

Dallas  Medical  Journal  (Dallas,  Texas). 

Danish  Medical  Bulletin  (Copenhagen). 

Delaware  Medical  Journal  (Wilmington). 

Dental  Clinics  of  North  America  (Phil¬ 
adelphia)  . 

Deutsche  Medizinische  Wochenschrift  (Stutt¬ 
gart)  . 

Diabetes  (New  York). 

Diseases  of  the  Chest  (Chicago). 

Diseases  of  the  Colon  and  Rectum  (Phila¬ 
delphia)  . 

Diseases  of  the  Nervous  System  (Galveston) . 

DM;  Disease-a-Month  (Chicago). 

Drug  and  Cosmetic  Industry  (New  York). 

Drug  and  Therapeutics  Bulletin  (London). 

Drugs  Made  in  Germany  (Aulendorf). 

Drug  Research  Reports  (“Blue  Sheet”) 
(Washington) . 

Endocrinology  (Springfield,  HI.). 

European  Journal  of  Cancer  (Oxford). 

Experientia  (Basel). 

Experimental  Eye  Research  (London). 

Eye,  Ear,  Nose  and  Throat  Monthly 
(Chicago) . 

Farmakologiia  i  Toksikologiia  (Moscow). 

Federation  Proceedings  (Washington). 

Fertility  and  Sterility  (New  York). 

Gastroenterology  (Baltimore). 

General  and  Comparative  Endocrinology 
(New  York) 

Geriatrics  (Minneapolis). 

German  Medical  Journal  (Stuttgart). 

Gerontologist  (St.  Louis) . 

GP  (Kansas  City,  Mo.) . 

Gut  (London). 

Guthrie  Clinic  Bulletin  (Sayre,  Pa.). 

Hawaii  Medical  Journal  (Honolulu). 

Headache  (St.  Louis). 

Helvetica  Medica  Acta  (Basel) . 

Helvetica  Psysiologloa  et  Pharmacologies 
Acta  (Basel). 

Illinois  Medical  Journal  (Chicago). 

Indian  Journal  of  Medical  Research  (Cal¬ 
cutta)  . 

Indian  Journal  of  Medical  Sciences  (Bom¬ 
bay). 

Industrial  Medicine  and  Surgery  (Miami). 

International  Archives  of  Allergy  and  Ap¬ 
plied  Immunology  (Basel) . 

International  Journal  of  Fertility  (Spring- 
field,  Mass.) . 

International  Journal  of  Neuropsychiatry 
(Chicago) . 

Internist  (Berlin). 

Investigative  Ophthalmology  (St.  Louis). 

Irish  Journal  of  Medical  Science  (Dublin). 

Japanese  Journal  of  Medical  Science  and 
Biology  (Tokyo). 

Japanese  Journal  of  Pharmacology  (Kyoto). 

Japan  Medical  News  (Tokyo). 

Journal  of  Allergy  (St.  Louis). 

Journal  of  the  American  Dental  Association 
(Chicago) . 

Journal  of  the  American  Dietetic  Association 
(Chicago). 

Journal  of  the  American  Geriatrics  Society 
(Baltimore). 

Journal  of  the  American  Medical  Associa¬ 
tion  (Chicago). 

Journal  of  the  American  Medical  Women’s 
Association  (Nashville). 

Journal  of  the  American  Osteopathic  Asso¬ 
ciation  (Chicago). 

Journal  of  the  American  Pharmaceutical  As¬ 
sociation  (Washington). 

Journal  of  Antibiotics;  Series  A  (Tokyo). 

Journal  of  Applied  Physiology  (Washington) . 

Journal  of  the  Arkansas  Medical  Society 
(Fort  Smith). 

Journal  of  Bone  and  Joint  Surgery  (Ameri¬ 
can  edition)  (Boston). 
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Journal  of  the  Canadian  Dental  Association 
(Toronto) . 

Journal  of  Chronic  Diseases  (St.  Louis) . 
Journal  of  Clinical  Endocrinology  and  Me¬ 
tabolism  (Springfield,  HI.). 

Journal  of  Clinical  Investigation  (Boston). 
Journal  of  Clinical  Pathology  (London). 
Journal  of  Comparative  Pathology  and 
Therapeutics  (Croydon). 

Journal  of  Endocrinology  (London) . 

Journal  of  Experimental  Medicine  (New 
York) . 

Journal  of  the  Florida  Medical  Association 
(Jacksonville) . 

Journal  of  Gerontology  (St.  Louis). 

Journal  of  Helminthology  (London). 
Journal  of  the  Indian  Medical  Association 
(Calcutta) . 

Journal  of  the  Indiana  State  Medical  Asso¬ 
ciation  (Indianapolis). 

Journal  of  Infectious  Diseases  (Chicago). 
Journal  of  the  International  College  of  Sur¬ 
geons  (Chicago). 

Journal  of  Investigative  Dermatology  (Balti¬ 
more)  . 

Journal  of  the  Iowa  Medical  Society  (Des 
Moines) . 

Journal  of  the  Irish  Medical  Association 
(Dublin) . 

Journal  of  the  Kansas  Medical  Society 
(Topeka) . 

Journal  of  the  Kentucky  State  Medical  As¬ 
sociation  (Louisville). 

Journal  of  Laboratory  and  Clinical  Medicine 
(St.  Louis) . 

Journal-Lancet  (Minneapolis). 

Journal  of  the  Louisiana  State  Medical  So¬ 
ciety  (New  Orleans) . 

Journal  of  the  Maine  Medical  Association 
(Brunswick). 

Journal  of  the  Medical  Association  of  the 
State  of  Alabama  (Montgomery). 

Journal  of  the  Medical  Association  of  Georgia 
(Atlanta) . 

Journal  of  the  Medical  Society  of  New  Jersey 
(Trenton) . 

Journal  of  the  Michigan  State  Medical  So¬ 
ciety  (St.  Paul,  Minn.). 

Journal  of  the  Mississippi  State  Medical  As¬ 
sociation  (Jackson). 

Journal  of  the  Mount  Sinai  Hospital  (New 
York) . 

Journal  of  the  National  Cancer  Institute 
(Washington) . 

Journal  of  the  National  Medical  Association 
(New  York) . 

Journal  of  Nervous  and  Mental  Disease 
(Baltimore). 

Journal  of  Neurology,  Neurosurgery  and  Psy¬ 
chiatry  (London). 

Journal  of  Neuropathology  and  Experimental 
Neurology  (Baltimore). 

Journal  of  New  Drugs  (New  York) . 

Journal  of  Nuclear  Medicine  (Chicago). 
Journal  of  Nutrition  (Philadelphia) . 

Journal  of  Obstetrics  and  Gynaecology  of  the 
British  Commonwealth  (London) . 

Journal  of  Occupational  Medicine  (Chicago) . 
Journal  of  the  Oklahoma  State  Medical  Asso¬ 
ciation  (Oklahoma  City) . 

Journal  of  Oral  Surgery  (Chicago) . 

Journal  of  Oral  Therapeutics  and  Pharma¬ 
cology  (Baltimore). 

Journal  of  Parasitology  (Colorado  Springs). 
Journal  of  Pathology  and  Bacteriology 
(London) . 

Journal  of  Pediatric  Ophthalmology  (En- 
clno) . 

Journal  of  Pediatrics  (St.  Louis) . 

Journal  of  Perlodontology  (Indianapolis). 
Journal  of  Pharmacy  and  Pharmacology 
(London) . 

Journal  of  Pharmaceutical  Sciences  (Wash¬ 
ington)  . 

Journal  of  the  Pharmaceutical  Society  of 
Japan  (Tokyo). 

Journal  of  Pharmacology  and  Experimental 
Therapeutics  (Baltimore). 


Journal  of  Prosthetic  Dentistry  (St.  Louis) . 

Journal  of  Reproduction  and  Fertility  (Ox¬ 
ford). 

Journal  of  the  Society  of  Cosmetic  Chemists 
(London) . 

Journal  of  the  South  Carolina  Medical  As¬ 
sociation  (Florence) . 

Journal  of  Surgical  Research  (Philadelphia) . 

Journal  of  the  Tennessee  Medical  Association 
(Nashville) . 

Journal  of  Tropical  Medicine  and  Hygiene 
(London) . 

Journal  of  Urology  (Baltimore). 

Kaiser  Foundation  Medical  Bulletin  (Oak¬ 
land,  Calif.). 

Klinische  Wochenschrlft  (Berlin) . 

Lancet  (London). 

Laryngoscope  (St.  Louis) . 

Letters  of  International  Correspondence  So¬ 
ciety  of  Allergists  (Columbus,  Ohio) . 

Maryland  State  Medical  Journal  (Baltimore) . 

Mayo  Clinic  Proceedings  (Rochester,  Minn.). 

Medical  Annals  of  the  District  of  Columbia 
(Washington) . 

Medical  Bulletin  (Veterans’  Administration) 
(Washington) . 

Medical  Clinics  of  North  America  (Phila¬ 
delphia)  . 

Medical  Journal  of  Australia  (Sydney). 

Medical  Letter — Drug  and  Therapeutics  (New 
York) . 

Medical  News  (London). 

Medical  Science  (Philadelphia). 

Medical  Times  (Manh asset,  N.Y.). 

Medical  Tribune  (New  York). 

Medical  World  News  (New  York) . 

Mediclna  Pharmacologica  Experimentalis 
(Basel). 

Medicine  (Baltimore). 

Medicine,  Science  and  the  Law  (London) . 

Medlzlnische  Kllnik  (Munich) . 

Medizinische  Monatsschrift  (Stuttgart) . 

Metabolism,  Clinical  and  Experimental  (New 
York) . 

Michigan  Medicine  (East  Lansing,  Mich.) . 

Mllbank  Memorial  Fund,  Quarterly  (New 
York) . 

Military  Medicine  (Washington) . 

Minerva  Medlca  (Turin). 

Minnesota  Medicine  (St.  Paul) . 

Missouri  Medicine  (St.  Louis) . 

Modem  Concepts  of  Cardiovascular  Disease 
(New  York) . 

Modem  Medicine  (Minneapolis) . 

Munchener  Medlzlnische  Wochenschrlft 
(Munich) . 

Nature  (London). 

Naunyn-Schmledbergs  Archlv  fur  Pharmakl- 
logle  (Berlin). 

Nebraska  State  Medical  Journal  (Lincoln) . 

Neurology  (Minneapolis) . 

New  England  Journal  of  Medicine  (Boston) . 

New  York  Physician  and  American  Medicine 
(New  York). 

New  York  State  Journal  of  Medicine  (New 
York) . 

Nordlsk  Medlcin  (Stockholm). 

North  Carolina  Medical  Journal  (Winston- 
Salem). 

Northwest  Medicine  (Seattle) . 

Obstetrical  and  Gynecology  Survey  (Bal¬ 
timore)  . 

Obstetrics  and  Gynecology  (New  York). 

Ohio  State  Medical  Journal  (Columbus). 

Oral  Surgery,  Oral  Medicine,  and  Oral  Pa¬ 
thology  (St.  Louis) . 

Pacific  Medicine  and  Surgery  (Seattle). 

Parasitology  (London). 

Pediatrics  Clinics  of  North  America  (Phila¬ 
delphia)  . 

Pediatrics  (Springfield,  Ill.). 

Pennsylvania  Medical  Journal  (Harrisburg). 

Pharmaceutical  Journal  (London). 

Pharmacologist  (Washington). 

Physiology  and  Pharmacology  for  Physicians 
(American  Physiological  Society)  (Wash¬ 
ington). 

Postgraduate  Medical  Journal  (London). 


Postgraduate  Medicine  (Minneapolis). 
Practitioner  (London) . 

Praxis  (Bern). 

Prescribers’  Journal  (London) . 

Presse  Medlcale  (Paris). 

Proceedings  of  the  Royal  Society  of  Medicine 
(London) . 

Proceedings  of  the  Society  for  Experimental 
Biology  and  Medicine  (New  York) . 
Progress  In  Cardiovascular  Diseases  (New 
York) . 

Psychiatry  (Washington). 
Psychopharmacologia  (Berlin) . 
Psychopharmacology  Service  Center  Bulletin 
(NIH)  (Bethesda,  Md.). 

Psychosomatic  Medicine  (New  York) . 
Radiologic  Clinics  of  North  America  (Phila¬ 
delphia)  . 

Radiology  (Syracuse). 

Revue  Francalse  d’Etudes  CUnlques  et  Bl- 
ologlques  (Paris). 

Rhode  Island  Medical  Journal  (Providence). 
Rocky  Mountain  Medical  Journal  (Denver). 
Scandinavian  Journal  of  Clinical  and  Lab¬ 
oratory  Investigation  (Oslo) . 

Schweizerlsche  Medlzlnische  Wochenschrlft 
(Basel). 

Science  (Washington). 

Scottish  Medical  Journal  (Glasgow). 
Semalne  des  Hopltaux  de  Paris  (Paris) . 
South  African  Medical  Journal  (Cape  Town) . 
South  Dakota  Journal  of  Medicine  and  Phar¬ 
macy  (Sioux  Falls) . 

Southern  Medical  Journal  (Birmingham). 
Southwestern  Medicine  (El  Paso,  Texas). 
Surgery  (St.  Louis) . 

Surgery,  Gynecology  and  Obstetrics  (Chi¬ 
cago)  . 

Surgical  Clinics  of  North  America  (Phila¬ 
delphia)  . 

Texas  Reports  on  Biology  and  Medicine 
(Galveston). 

Texas  State  Journal  of  Medicine  (Austin) . 
Theraple  (Paris). 

Theraple  der  Gegenwart  (Berlin). 
Thrombosis  et  Diathesis  Haemorrhaglca 
(Stuttgart) . 

Toxicology  and  Applied  Pharmacology  (New 
York). 

Transactions  of  the  American  Academy  of 
Ophthalmology  and  Otolaryngology  (Roch¬ 
ester,  Minn.) . 

Transactions  of  the  Royal  Society  of  Tropical 
Medicine  and  Hygiene  (London). 
Ugeskrift  for  Laeger  (Copenhagen). 

Union  Medlcale  du  Canada  (Montreal). 
Virginia  Medical  Monthly  (Richmond). 

West  Virginia  Medical  Journal  (Charleston). 
Western  Medicine  (Los  Angeles). 

Wiener  Klinische  Wochenschrlft  (Vienna) . 
Wiener  Medlzlnische  Wochenschrlft  (Vi¬ 
enna)  . 

Wisconsin  Medical  Journal  (Madison) . 

World  Medical  Journal  (New  York). 

Yale  Journal  of  Biology  and  Medicine  (New 
Haven) . 

Subpart  B — Specific  Administrative 
Rulings  and  Decisions 

§  310.100  New-drug  status  opinions; 
statement  of  policy. 

(a)  Over  the  years  since  1938  the 
Food  and  Drug  Administration  has  given 
informal  advice  to  inquirers  as  to  the 
new-drug  status  of  preparations.  These 
drugs  have  sometimes  been  identified 
only  by  general  statements  of  composi¬ 
tion.  Generally,  such  informal  opinions 
were  incorporated  in  letters  that  did  not 
explicitly  relate  all  of  the  necessary  con¬ 
ditions  and  qualifications  such  as  the 
quantitative  formula  for  the  drug  and 
the  conditions  under  which  it  was  pre¬ 
scribed,  recommended,  or  suggested. 
This  has  contributed  to  misunderstand- 
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ing  and  misinterpretation  of  such 
opinions. 

(b)  These  informal  opinions  that  an 
article  is  “not  a  new  drug”  or  “no  longer 
a  new  drug”  require  reexamination  un¬ 
der  the  Kefauver -Harris  Act  (Public  Law 
87-781;  76  Stat.  788-89).  In  particular, 
when  approval  of  a  new-drug  applica¬ 
tion  is  withdrawn  under  provisions  of 
section  505(e)  of  the  Federal  Food, 
Drug,  and  Cosmetic  Act,  a  drug  generally 
recognized  as  safe  may  become  a  “new 
drug”  within  the  meaning  of  section 
201  (p)  of  said  act  as  amended  by  the 
Kefauver-Harris  Act  on  October  10, 
1962.  This  is  of  special  importance  by 
reason  of  proposed  actions  to  withdraw 
approval  of  new-drug  applications  for 
lack  of  substantial  evidence  of  effective¬ 
ness  as  a  result  of  reports  of  the  National 
Academy  of  Sciences — National  Research 
Council  on  its  review  of  drug  effective¬ 
ness;  for  example,  see  the  notice  pub¬ 
lished  in  the  Federal  Register  of  Jan¬ 
uary  23,  1968  (33  FR  818 »,  regarding 
rutin,  quercetin,  et  al. 

(c)  Any  marketed  drug  is  a  “new 
drug”  if  any  labeling  change  made  after 
October  9,  1962,  recommends  or  suggests 
new  conditions  of  use  under  which  the 
drug  is  not  generally  recognized  as  safe 
and  effective  by  qualified  experts.  Undis¬ 
closed  or  unreported  side  effects  as  well 
as  the  emergence  of  new  knowledge  pre¬ 
senting  questions  with  respect  to  the 
safety  or  effectiveness  of  a  drug  may  re¬ 
sult  in  its  becoming  a  “new  drug”  even 
though  it  wras  previously  considered  “not 
a  new  drug.”  Any  previously  given  in¬ 
formal  advice  that  an  article  is  “not  a 
new  drug”  does  not  apply  to  such  an 
article  if  it  has  been  changed  in  formula¬ 
tion,  manufacture  control,  or  labeling  in 
a  way  that  may  significantly  affect  the 
safety  of  the  drug. 

(d)  For  these  reasons,  all  opinions 
previously  given  by  the  Food  and  Drug 
Administration  to  the  effect  that  an  ar¬ 
ticle  is  “not  a  new  drug”  or  is  “no  longer 
a  new  drug”  are  hereby  revoked.  This 
does  not  mean  that  all  articles  that  were 
the  subjects  of  such  prior  opinions  will  be 
regarded  as  new  drugs.  The  prior  opin¬ 
ions  will  be  replaced  by  opinions  of  the 
Food  and  Drug  Administration  that  are 
qualified  and  current  on  when  an  article 
is  “not  a  new  drug,”  as  set  forth  in  this 
subchapter.  ^ 

§  310.101  FD&C  Red  No.  4;  procedure 
for  discontinuing  use  in  new  drugs 
for  ingestion;  statement  of  policy. 

(a)  Section  8.502(d)  of  this  chapter 
published  December  11,  1964  (29  FR 
16983),  terminated  the  provisional  list¬ 
ing  of  FD&C  Red  No.  4  for  use  in  drugs 
that  may  be  ingested  and  canceled  the 
effectiveness  of  certificates  for  this  color 
additive  and  mixtures  containing  it  as 
of  June  9,  1965  ($  8.510(c)  of  this  chap¬ 
ter),  insofar  as  ingested  drugs  are  con¬ 
cerned.  On  August  19,  1965  (30  FR 
10289),  FD&C  Red  No.  4  was  restored  to 
provisional  listing  by  amendment  to 
§  8.501(a)  of  this  chapter,  which  re¬ 
stricted  the  use  of  the  color  to  the  terms 


of  §  8.503  of  this  chapter.  The  use  of 
FD&C  Red  No.  4  or  mixtures  containing 
it  in  the  manufacture  of  ingested  drugs 
(except  for  limited  use  as  provided  in 
§  8.503  of  this  chapter)  will  result  in 
adulteration  and  may  constitute  grounds 
for  withdrawing  approval  of  drugs  for 
which  a  new-drug  approval  is  in  effect. 

(b)  An  approved  supplemental  new- 
drug  application  will  not  be  required  to 
provide  for  discontinuing  the  use  of 
FD&C  Red  No.  4  in  the  manufacture  of 
articles  that  are  the  subject  of  approved 
new-drug  applications,  provided  that  the 
applicant  submits  to  the  Food  and  Drug 
Administration  a  written  notice  of  the 
date  on  which  the  change  in  formulation 
will  be  put  into  effect. 

(c)  It  will  be  the  policy  of  the  Food 
and  Drug  Administration  to  take  no  ac¬ 
tion  against  a  drug  or  applicant  where  a 
permitted  color  additive  is  substituted 
for  FD&C  Red  No.  4  in  the  manufacture 
of  a  drug  prior  to  receipt  of  a  written 
notice  of  approval  of  a  supplemental 
new-drug  application,  provided  that  the 
applicant  submits  a  satisfactory  supple¬ 
mental  application  meeting  all  the  fol¬ 
lowing  conditions: 

( 1 )  The  applicant  submits  a  full  list  of 
the  components  and  a  full  statement  of 
the  composition  of  the  drug. 

(2)  The  date  when  the  composition  of 
the  drug  will  'be  changed  is  stated. 

(3)  The  applicant  submits  data  show¬ 
ing  that  the  change  in  composition  does 
not  interfere  with  any  assay  or  other 
control  procedures  used  in  manufactur¬ 
ing  the  drug,  or  that  the  assay  and 
other  control  procedures  are  revised  to 
make  them  adequate. 

(4)  The  data  available  to  establish  the 
stability  of  the  revised  formulation  are 
included,  and  If  the  data  are  too  limited 
to  support  a  conclusion  that  the  drug, 
will  retain  its  declared  potency  for  a 
reasonable  marketing  period,  a  commit¬ 
ment  from  the  applicant: 

(i)  To  test  the  stability  of  marketed 
batches  at  reasonable  intervals; 

(ii)  To  submit  the  data  as  they  be¬ 
come  available;  and 

(iii)  To  recall  from  the  market  any 
batch  found  to  fall  below  the  approved 
specifications  for  the  drug. 

(d)  When  a  supplemental  application 
proposes  the  change  prescribed  in  para¬ 
graph  (c)  of  this  section  and  the  appli¬ 
cant  informs  the  Food  and  Drug  Ad¬ 
ministration  that  the  changes  have  been 
put  into  effect,  such  notification  will  be 
regarded  as  an  agreement  by  the  appli¬ 
cant  to  an  extension  of  the  time  for 
formal  action  on  the  supplemental 
application. 

(e)  Except  as  provided  in  paragraph 
(c)  of  this  section,  no  provision  of  this 
statement  of  policy  shall  limit  the  au¬ 
thority  of  the  Secretary  of  Health,  Edu¬ 
cation,  and  Welfare  or  of  the  Commis¬ 
sioner  of  Food  and  Drugs  to  suspend  or 
withdraw  approval  of  a  new-drug  appli¬ 
cation  as  prescribed  by  section  505(e) 
of  the  act  or  to  initiate  any  other  regu¬ 
latory  proceedings  with  respect  to  a  drug 
or  applicant  under  the  provisions  of  the 
act. 


§  310.102  Consent  for  use  of  investiga¬ 
tional  new  drugs  (IND)  on  humans; 
statement  of  policy. 

(a)  Section  505(i)  of  the  act  provides 
that  regulations  on  use  of  investigational 
new  drugs  on  humans  shall  impose  the 
condition  that  Investigators  “obtain  the 
consent  of  such  human  beings  or  their 
representatives,  exoept  where  they  deem 
it  not  feasible  or,  in  their  professional 
Judgment,  contrary  to  the  best  inter¬ 
ests  of  such  human  beings.” 

(b)  This  means  that  the  consent  of 
such  humans  (or  the  consent  of  their 
representatives)  to  whom  investigational 
drugs  are  administered  primarily  for  the 
accumulation  of  scientific  knowledge,  for 
such  purposes  as  studying  drug  behavior, 
body  processes,  or  the  course  of  a  disease, 
must  be  obtained  in  all  cases  and,  in  all 
but  exceptional  cases,  the  consent  of 
patients  under  treatment  with  investi¬ 
gational  drugs  or  the  consent  of  their 
representatives  must  be  obtained. 

(c)  “Under  treatment”  applies  when 
the  administration  of  the  investigational 
drug  for  diagnostic,  therapeutic,  or  other 
purpose  involves  medical  judgment, 
taking  into  account  the  individual  cir¬ 
cumstances  pertaining  to  the  patient  to 
whom  the  investigational  drug  is  to  be 
administered. 

(d)  “Exceptional  cases”  as  used  in 
paragraph  (b)  of  this  section  cue  those 
relatively  rare  cases  in  which  it  is  not 
feasible  to  obtain  the  patient’s  consent 
or  the  consent  of  his  representative,  or 
in  which  as  a  matter  of  professional 
judgment  exercised  in  the  best  interest 
of  a  particular  patient  under  the  investi¬ 
gator’s  care,  it  would  be  contrary  to  that 
patient’s  welfare  to  obtain  his  consent. 

(e)  “Patient”  means  the  person  under 
treatment. 

(f)  “Not  feasible”  is  limited  to  cases 
where  in  the  investigator  is  not  capable 
of  obtaining  consent  because  of  inability 
to  communicate  with  the  patient  or  his 
representative;  for  example,  the  patient 
is  in  a  coma  or  is  otherwise  incapable  of 
giving  consent,  his  representative  can¬ 
not  be  reached,  and  it  is  imperative  to 
administer  the  drug  without  delay. 

(g)  “Contrary  to  the  best  interests  of 
such  human  beings”  applies  when  the 
communication  of  information  to  ob¬ 
tain  consent  would  seriously  affect  the 
patient’s  well-being  and  the  physician 
has  exercised  a  professional  judgment 
that  under  the  particular  circumstances 
of  this  patient’s  cose,  the  patient’s  best 
interests  would  suffer  if  consent  were 
sought. 

(h)  “Consent”  means  that  the  per¬ 
son  involved  has  legal  capacity  to  give 
consent,  is  so  situated  as  to  be  able  to 
exercise  free  power  of  choice,  and  is  pro¬ 
vided  with  a  fair  explanation  of  pertinent 
information  concerning  the  investiga¬ 
tional  drug,  and/or  his  possible  use  as  a 
control,  as  to  enable  him  to  make  a  deci¬ 
sion  on  his  willingness  to  receive  said 
tnvestigational  drug.  This  latter  element 
means  that  before  the  acceptance  of  an 
affirmative  decision  by  such  person  the 
investigator  should  carefully  consider 
and  make  known  to  him  (taking  into 
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consideration  such  person’s  well-being 
and  his  ability  to  understand)  the  na¬ 
ture,  expected  duration,  and  purpose  of 
the  administration  of  said  investiga¬ 
tional  drug;  the  method  and  means  by 
which  it  is  to  be  administered;  the  haz¬ 
ards  involved;  the  existence  of  alterna¬ 
tive  forms  of  therapy,  if  any;  and  the 
beneficial  effects  upon  his  health  or  per¬ 
son  that  may  possibly  come  from  the 
administation  of  the  investigational 
drug. 

When  consent  is  necessary  under  the 

rules  set  forth  in  this  section,  the  con¬ 
sent  of  persons  receiving  an  investiga¬ 
tional  new  drug  in  Phase  1 1  and  Phase 
2l  investigations  (or  their  representa¬ 
tives)  shall  be  in  writing.  When  consent 
is  necessary  under  such  rules  In 
Phase  3 1  investigations,  it  is  the  respon¬ 
sibility  of  Investigators,  taking  into  con¬ 
sideration  the  physical  and  mental  state 
of  the  patient,  to  decide  when  it  is  neces¬ 
sary  or  preferable  to  obtain  consent  in 
other  than  written  form.  When  such 
written  consent  is  not  obtained,  the  in¬ 
vestigator  must  obtain  oral  consent  and 
record  that  fact  in  the  medical  record  of 
the  person  receiving  the  drug. 

§  310.103  New-drug  substances  intended 
for  hypersensitivity  testing. 

(а)  The  Pood  and  Drug  Administra¬ 
tion  is  aware  of  the  need  in  the  practice 
of  medicine  for  the  ingredients  of  a  new 
drug  to  be  available  for  tests  of  hyper¬ 
sensitivity  to  such  ingredients  and  there¬ 
fore  will  not  object  to  the  shipment  of  a 
new-drug  substance,  as  defined  in 
§  310.3(g),  for  such  purpose  if  all  of  the 
following  conditions  are  met: 

(1)  The  shipment  is  made  as  a  result 
of  a  specific  request  made  to  the  manu¬ 
facturer  or  distributor  by  a  practitioner 
licensed  by  law  to  administer  such  drugs, 
and  the  use  of  such  drugs  for  patch  test¬ 
ing  is  not  promoted  by  the  manufacturer 
or  distributor. 

(2)  The  new-drug  substance  requested 
is  an  ingredient  in  a  marketed  new  drug 
and  is  not  one  that  is  an  ingredient  solely 
in  a  new  drug  that  is  legally  available 
only  under  the  investigational  drug  pro¬ 
visions  of  this  part. 

(3)  The  label  bears  the  following 
prominently  placed  statements  in  lieu 
of  adequate  directions  for  use  and  in 
addition  to  complying  with  the  other 
labeling  provisions  of  the  act: 

(i)  “Caution:  Federal  law  prohibits 
dispensing  without  a  prescription”;  and 

<ii)  "For  use  only  in  patch  testing”. 

(4)  The  quantity  shipped  is  limited  to 
an  amount  reasonable  for  the  purpose  of 
patch  testing  in  the  normal  course  of  the 
practice  of  medicine  and  is  used  solely 
for  such  patch  testing. 

(5)  The  new-drug  substance  is  man¬ 
ufactured  by  the  same  procedures  and 
meets  the  same  specifications  as  the 
component  used  in  the  finished  dosage 
form. 

(б)  The  manufacturer  or  distributor 
maintains  records  of  all  shipments  for 
this  purpose  for  a  period  of  2  years  after 


1  As  discussed  In  Item  10  of  Form  FD-1571, 
which  Form  Is  set  forth  In  §  312.1(a)  (2). 


shipment  and  will  make  them  available 
to  the  Food  and  Drug  Administration  on 
request. 

(b)  When  the  requested  new-drug 
substance  is  intended  for  investigational 
use  in  humans  or  the  substance  is  legally 
available  only  under  the  investigational 
drug  provisions  of  Part  312  of  this 
chapter,  the  submission  of  a  “Notice  of 
Claimed  Investigational  Exemption  for  a 
New  Drug”  (IND)  is  required.  The  Food 
and  Drug  Administration  will  offer  as¬ 
sistance  to  any  practitioner  wishing  an 
exemption  (see  §  312.1  of  this  chapter) , 
and  administrative  procedures  will  be 
made'  as  simple  as  possible. 

(c)  This  section  does  not  apply  to 
drugs  or  their  components  that  are  sub¬ 
ject  to  the  licensing  requirements  of  the 
Public  Health  Service  Act  of  1944,  as 
amended.  (See  Subchapter  F — Biologies, 
of  this  chapter.) 

(Sec.  502,  52  Stat.  1053;  21  U.S.C.  352) 

Subpart  C — New  Drugs  Exempted  From 

Prescription-Dispensing  Requirements 

§  310.200  Prescription-exemption  pro¬ 
cedure. 

(a)  Duration  of  prescription  require¬ 
ment.  Any  drug  limited  to  prescription 
use  under  section  503(b)  (1)  (C)  of  the 
act  remains  so  limited  until  it  is 
exempted  as  provided  in  paragraph  (b) 
of  this  section. 

(b)  Prescription-exemption  procedure 
for  drugs  limited  by  a  new-drug  applica¬ 
tion.  Any  drug  limited  to  prescription 
use  under  section  503(b)  (1)  (C)  of  the 
act  shall  be  exempted  from  prescrip¬ 
tion-dispensing  requirements  when  the 
Commissioner  finds  such  requirements 
are  not  necessary  for  the  protection  of 
the  public  health  by  reason  of  the  drug’s 
toxicity  or  other  potentiality  for  harm¬ 
ful  effect,  or  the  method  of  its  use,  or 
the  collateral  measures  necessary  to  its 
use,  and  he  finds  that  the  drug  is  safe 
and  effective  for  use  in  self-medication 
as  directed  in  proposed  labeling.  A 
proposal  to  exempt  a  drug  from  the 
prescription-dispensing  requirements  of 
section  503(b)  (1)  (C)  of  the  act  may  be 
initiated  by  the  Commissioner  or  by 
any  interested  person.  Any  interested 
person  may  file  a  petition  seeking  such 
exemption,  stating  reasonable  grounds 
therefor,  which  petition  may  be  in  the 
form  of  a  supplement  to  an  approved 
new-drug  application.  Upon  receipt  of 
such  a  petition,  or  on  his  own  initiative 
at  any  time,  the  Commissioner  will  pub¬ 
lish  a  notice  of  proposed  rule  making 
and  invite  written  comments.  After  con¬ 
sideration  of  all  available  data,  includ¬ 
ing  any  comments  submitted,  the  Com¬ 
missioner  may  issue  a  regulation  grant¬ 
ing  or  refusing  the  exemption,  effective 
on  a  date  specified  therein.  Whenever 
the  Commissioner  concludes,  either  at 
the  time  of  publication  of  the  notice  of 
proposed  rule  making  or  after  consider¬ 
ing  the  written  comments  submitted, 
that  granting  or  refusing  the  exemption 
requires  a  more  thorough  development 
of  the  facts  than  is  possible  in  a  written 
presentation,  he  may  call  a  public  hear¬ 
ing  for  that  purpose.  The  notice  of  such 
hearing  shall  specify  the  questions  to  be 


considered.  As  soon  as  practicable  after 
completion  of  the  hearing,  the  final  reg¬ 
ulation  granting  or  refusing  the  exemp¬ 
tion  shall  be  issued,  effective  on  a  date 
specified  therein.  If  the  Commissioner 
for  good  cause  finds  (and  incorporates 
the  finding  and  a  brief  statement  of  the 
reasons  therefor  in  a  regulation)  that 
notice  and  public  procedure  thereon  are 
Impracticable,  unnecessary,  or  contrary 
to  the  public  interest,  he  may  issue  the 
final  regulation  forthwith. 

(c)  New-drug  status  of  drugs  ex¬ 
empted  from  the  prescription  require¬ 
ment.  A  drug  exempted  from  the 
prescription  requirement  under  the  pro¬ 
visions  of  paragraph  (b)  of  this  section 
is  a  “new  drug”  within  the  meaning  of 
section  201  (p)  of  the  act  until  it  has 
been  used  to  a  material  extent  and  for 
a  material  time  under  such  conditions. 

(d)  Prescription  legend  not  allowed  on 
exempted  drugs.  The  use  of  the  pre¬ 
scription  caution  statement  quoted  in 
section  503(b)  (4)  of  the  act,  in  the  label¬ 
ing  of  a  drug  exempted  under  the 
provisions  of  this  section,  constitutes 
misbranding.  Any  other  statement  or 
suggestion  in  the  labeling  of  a  drug  ex¬ 
empted  under  this  section,  that  such 
drug  is  limited  to  prescription  use,  may 
constitute  misbranding. 

§  310.201  Exemption  for  certain  drugs 
limited  by  new-drug  applications  to 
prescription  sale. 

(a)  The  prescription- dispensing  re¬ 
quirements  of  section  503(b)  (1)  (C)  of 
the  Federal  Food,  Drug,  and  Cosmetic 
Act  are  not  necessary  for  the  protection 
of  the  public  health  with  respect  to  the 
following  drugs  subject  to  new-drug 
applications: 

(I)  N-Acetyl-p-aminophenol  (aceta¬ 
minophen,  p  -  hydroxy  -  acetanili  d )  prep¬ 
arations  meeting  all  the  following  con¬ 
ditions: 

(i)  The  N-acetyl-p-aminophenol  is 
prepared,  with  or  without  other  drugs, 
in  tablet  or  other  dosage  form  suitable 
for  oral  use  in  self-medication,  and  con¬ 
taining  no  drug  limited  to  prescription 
sale  under  the  provisions  of  section  503 
(b)  (1)  of  the  act. 

(II)  The  IV-acetyl-p-aminophenol  and 
all  other  components  of  the  preparation 
meet  their  professed  standards  of  iden¬ 
tity,  strength,  quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  0.323  gram  (5  grains)  of 
N-acetyl-p-aminophenol  per  dosage  unit, 
or  if  it  is  in  liquid  form  not  more  than 
100  milligrams  of  N -  acetyl -p  -  amino  - 
phenol  per  milliliter. 

(v)  The  preparation  1s  labeled  with 
adequate  directions  for  use  in  minor 
conditions  as  a  simple  analgesic. 

(vi)  The  dosages  of  N-acetyl-p-amino- 
phenol  recommended  or  suggested  in  the 
labeling  do  not  exceed:  For  adults,  0.65 
gram  (10  grains)  per  dose  or  2.6  grams 
(40  grains)  per  24-hour  period;  for  chil¬ 
dren  6  to  12  years  of  age,  one-half  of 
the  maximum  adult  dose  or  dosage;  for 
children  3  to  6  years  of  age,  one-fifth  of 
the  maximum  adult  dose  or  dosage. 
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(vii)  The  labeling  bears,  in  juxtaposi-  <iv)  The  preparation  contains  not  (6)  Meclizine  hydrochloride  (1-p- 
tion  with  the  dosage  recommendations,  more  than  0.25  percent  of  isoamylhydro-  chlorobenzhydryl  -  4  -  m  -  methylbenzyl- 
a  clear  warning  statement  against  ad-  cupreine  and  1.0  percent  of  zolamlne  piperazine  dihydrochloride)  prepara- 
minlstration  of  the  drug  to  children  hydrochloride.  tions  meeting  all  the  following  condi- 

under  3  years  of  age  and  against  use  of  (v)  If  the  preparation  is  in  supposi-  tions: 

the  drug  for  more  than  10  days,  unless  tory  form,  it  contains  not  more  than  5.0  (i)  The  meclizine  hydrochloride  is 

such  uses  are  directed  by  a  physician.  milligrams  of  isoamylhydrocupreine  and  prepared  with  or  without  other  drugs,  in 
Cviii)  If  the  article  is  offered  for  use  not  more  than  20.0  milligrams  of  zola-  tablet  or  other  dosage  form  suitable  for 


in  arthritis  or  rheumatism,  the  labeling 
prominently  bears  a  statement  that  the 
beneficial  effects  claimed  are  limited  to 
the  temporary  relief  of  minor  aches  and 
pains  of  arthritis  and  rheumatism  and, 
in  juxtaposition  with  directions  for  use 
in  such  conditions,  a  conspicuous  warn¬ 
ing  statement,  such  as  “Caution:  If  pain 
persists  for  more  than  10  days,  or  red¬ 
ness  is  present,  or  in  conditions  affecting 
children  under  12  years  of  age,  consult 
a  physician  immediately”. 

(2)  Sodium  gentisate  (sodium-2,  5- 
dihydroxybenzoate)  preparations  meet¬ 
ing  all  the  following  conditions: 

(i)  The  sodium  gentisate  is  prepared, 
with  or  without  other  drugs,  in  tablet  or 
other  dosage  form  suitable  for  oral  use 
in  self-medication,  and  containing  no 
drug  limited  to  prescription  sale  under 
the  provisions  of  section  503  (b)  (1)  of 
the  act. 

(ii)  The  sodium  gentisate  and  all 
other  components  of  the  preparation 
meet  their  professed  standards  of  iden¬ 
tity,  strength,  quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 

(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  0.5  gram  (7.7  grains)  of  anhy¬ 
drous  sodium  gentisate  per  dosage  unit. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  in  minor 
conditions  as  a  simple  analgesic. 

(vi)  The  dosages  of  sodium  gentisate 
recommended  or  suggested  in  the  label¬ 
ing  do  not  exceed:  For  adults,  0.5  gram 
(7.7  grains)  per  dose  of  2.0  grams  (31 
grains)  per  24-hour  period:  for  children 
6  to  12  years  of  age,  one-half  of  the 
maximum  adult  dose  or  dosage. 

(vii)  The  labeling  bears,  in  juxtaposi¬ 
tion  with  the  dosage  recommendations, 
a  clear  warning  statement  against  ad¬ 
ministration  of  the  drug  to  children 
under  6  years  of  age  and  against  use  of 
the  drug  for  a  prolonged  period,  except 
as  such  uses  may  be  directed  by  a 
physician. 

(3)  Isoamylhydrocupreine  and  zola- 
mine  hydrochloride  (N,  N-dimethyl-N'- 
2-thiazolyl-N'-p-methoxybenzyl  -  ethyl- 
enediamine  hydrochloride)  preparations 
meeting  all  the  following  conditions: 

(i)  The  isoamylhydrocupreine  and 
zolamine  hydrochloride  are  prepared  in 
dosage  form  suitable  for  self-medication 
as  rectal  suppositories  or  as  an  ointment 
and  containing  no  drug  limited  to  pre¬ 
scription  sale  under  the  provisions  of 
section  503  (b)(1)  of  the  act. 

(ii)  The  isoamylhydrocupreine,  zola- 
amine  hydrochloride,  and  all  other  com¬ 
ponents  of  the  preparation  meet  their 
professed  standards  of  identity,  strength, 
quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 


mine  hydrochloride  per  suppository. 

(vi)  The  preparation  is  labeled  with 
adequate  directions  for  use  in  the  tempo¬ 
rary  relief  of  local  pain  and  itching  asso¬ 
ciated  with  hemorrhoids. 

(vii)  The  directions  provide  for  the 
use  of  not  more  than  two  suppositories 
or  two  applications  of  ointment  in  a 
24-hour  period. 

(viii)  The  labeling  bears,  in  juxta¬ 
position  with  the  dosage  recommenda¬ 
tions,  a  clear  warning  statement  against 
use  of  the  preparation  in  case  of  rectal 
bleeding,  as  this  may  indicate  serious 
disease. 

(4)  Phenyltoloxamine  dihydrogen  cit¬ 
rate  (N.N-dimethyl-(a-phenyl-O-toloxy) 
ethylamine  dihydrogen  citrate)  prepara¬ 
tions  meeting  all  the  following  con¬ 
ditions  : 

(i)  The  phenyltoloxamine  dihydrogen 
citrate  is  prepared,  with  or  without  other 
drugs,  in  tablet  or  other  dosage  form 
suitable  for  oral  use  in  self-medication, 
and  containing  no  drug  limited  to  pre¬ 
scription  sale  under  the  provisions  of 
section  503  (b)  (1)  of  the  act. 

(ii)  The  phenyltoloxamine  dihydrogen 
citrate  and  all  other  components  of  the 
preparation  meet  their  professed  stand¬ 
ards  of  identity,  strength,  quality,  and 
purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it.  . 

(iv)  The  preparation  contains  not 
more  than  88  milligrams  of  phenyltol¬ 
oxamine  dihydrogen  citrate  (equivalent 
to  50  milligrams  of  phenyltoloxamine) 
per  dosage  unit. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  in  the  tem¬ 
porary  relief  of  the  symptoms  of  hay 
fever  and/or  the  symptoms  of  other 
minor  conditions  in  which  it  is  indicated. 

(vi)  The  dosages  recommended  or 
suggested  in  the  labeling  do  not  exceed:’ 
For  adults,  88  milligrams  of  phenyltol¬ 
oxamine  dihydrogen  citrate  (equivalent 
to  50  milligrams  of  phenyltoloxamine) 
per  dose  or  264  milligrams  of  phenyltol¬ 
oxamine  dihydrogen  citrate  (equivalent 
to  150  milligrams  of  phenyltoloxamine) 
per  24-hour  period:  for  children  6  to  12 
years  of  age,  one-half  of  the  maximum 
adult  dose  or  dosage. 

(vii)  The  labeling  bears,  in  juxtapo¬ 
sition  with  the  dosage  recommendations: 

(a)  Clear  warning  statements  against 
administration  of  the  drug  to  children 
under  6  years  of  age,  except  as  directed 
by  a  physician,  and  against  driving  a  car 
or  operating  machinery  while  using  the 
drug,  since  it  may  cause  drowsiness. 

(b)  If  the  article  is  offered  for  tem¬ 
porary  relief  of  the  symptoms  of  colds, 
a  statement  that  continued  administra¬ 
tion  for  such  use  should  not  exceed  3 
days,  except  as  directed  by  a  physician. 

(5)  [Reserved] 


oral  use  in  self-medication,  and  contain¬ 
ing  no  drug  limited  to  prescription  sale 
under  the  provisions  of  section  503  (b) 
(1)  of  the  act. 

(ii)  The  meclizine  hydrochloride  and 
all  other  components  of  the  preparation 
meet  their  professed  standards  of  iden¬ 
tity,  strength,  quality,  and  purity. 

(iii)  If  the  preparation  1s  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  25  milligrams  of  meclizine 
hydrochloride  per  dosage  unit. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  in  the  pre¬ 
vention  of  motion  sickness. 

(vi)  The  dosages  recommended  or  sug¬ 
gested  in  the  labeling  do  not  exceed: 
For  adults,  50  milligrams  of  meclizine 
hydrochloride  per  24-hour  period:  for 
children  6  to  12  years  of  age,  25  milli¬ 
grams  of  meclizine  hydrochloride  per 
24-hour  period. 

(vii)  The  labeling  bears,  in  juxtaposi¬ 
tion  with  the  dosage  recommendations, 
clear  warning  statements  against: 

(a)  Exceeding  the  recommended  dos¬ 
age. 

(b)  Administration  of  the  drug  to 
children  under  6  years  of  age,  except  as 
directed  by  a  physician. 

(c)  Driving  a  car  or  operating  ma¬ 
chinery  while  using  the  drug,  since  it 
may  cause  drowsiness. 

(d)  Keeping  the  drug  within  reach  of 
children,  if  it  is  in  candy  form. 

(e)  Administration  of  the  drug  to 
women  who  are  pregnant  or  who  may  be¬ 
come  pregnant,  unless  directed  by  a  phy¬ 
sician,  since  the  drug  may  have  the  po¬ 
tentiality  of  injuring  the  unborn  child. 

(7)  Diamthazole  dihydrochloride  (2- 
dimethylamino-6-(/3  -  diethylamino  eth¬ 
oxy)  -  benzothiazole  dihydrochloride) 
preparations  meeting  all  the  following 
conditions: 

(i)  The  diamthazole  dihydrochloride 
is  prepared  with  or  without  other  drugs, 
in  a  dosage  form  suitable  for  use  in  self- 
medication  by  external  application  to 
the  skin,  and  containing  no  drug  limited 
to  prescription  sale  under  the  provisions 
of  section  503  (b)  (1)  of  the  act. 

(ii)  The  diamthazole  dihydrochloride 
and  all  other  components  of  the  prepa¬ 
ration  meet  their  professed  standards  of 
identity,  strength,  quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  5  percent  of  diamthazole 
dihydrochloride. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  only  for 
adults  and  children  12  years  of  age  and 
over  in  those  conditions  for  which  it  may 
be  safely  used  without  medical  supervi¬ 
sion. 
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(vi)  The  label  bears  a  conspicuous 
warning  to  keep  out  of  the  reach  of 
children,  and  the  labeling  bears,  in  jux¬ 
taposition  with  the  directions  for  use, 
clear  warning  statements  against: 

(a)  Application  to  infants  or  children 
under  6  years  of  age,  because  serious  re¬ 
actions  may  occur. 

(b)  Application  to  children  6  to  12 
years  of  age,  except  as  directed  by  a 
physician. 

(c)  Contact  with  mucous  membranes. 

(d)  Use  in  the  event  of  irritation  or 
failure  to  obtain  prompt  relief. 

(8)  Dicyclomine  hydrochloride  (1-cy- 
clohexylhexahydrobenzoic  acid,  /3-di- 
ethylaminoethyl  ester  hydrochloride:  di- 
ethylaminocarbethoxy-bicyclohexyl  hy¬ 
drochloride)  preparations  meeting  all 
the  following  conditions: 

(i)  The  dicyclomine  hydrochloride  is 
prepared  with  suitable  antacid  and  other 
components,  in  tablet  or  other  dosage 
form  for  oral  use  in  self-medication,  and 
containing  no  drug  limited  to  prescrip¬ 
tion  sale  under  the  provisions  of  sec¬ 
tion  503(b)  (1)  of  the  act. 

(ii)  The  dicyclomine  hydrochloride 
and  all  other  components  of  the  prepara¬ 
tion  meet  their  professed  standards  of 
identity,  strength,  quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  5  milligrams  of  dicyclomine 
hydrochloride  per  dosage  unit,  or  if  it  is 
in  liquid  form  not  more  than  0.5  milli¬ 
gram  of  dicyclomine  hydrochloride  per 
milliliter. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  only  by 
adults  and  children  over  12  years  of  age, 
in  the  temporary  relief  of  gastric  hyper¬ 
acidity. 

(vi)  The  dosages  recommended  or  sug¬ 
gested  in  the  directions  for  use  do  not 
exceed  10  milligrams  of  dicyclomine  hy¬ 
drochloride  per  dose  or  30  milligrams  in 
a  24-hour  period. 

(vii)  The  labeling  bears,  in  juxtaposi¬ 
tion  with  the  dosage  recommendations, 
clear  warning  statements  against: 

(a)  Exceeding  the  recommended  dos¬ 
age. 

(b)  Prolonged  use,  except  as  directed 
by  a  physician,  since  persistent  or  re¬ 
curring  symptoms  may  indicate  a  serious 
disease  requiring  medical  attention. 

(c)  Administration  to  children  under 
12  years  of  age  except  as  directed  by  a 
physician. 

(9)  [Reserved] 

(10)  Sodium  fluoride  preparations 
meeting  all  the  following  conditions: 

(i)  The  sodium  fluoride  is  prepared, 
with  other  components,  in  a  dosage  form 
suitable  for  household  use  as  a  dentifrice 
powder,  and  containing  no  drug  limited 
to  prescription  sale  under  the  provisions 
of  section  503  (b)  (1)  of  the  act. 

(11)  The  sodium  fluoride  and  all  other 
components  of  the  preparation  meet 
their  professed  standards  of  identity, 
strength,  quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 


*  (iv)  The  preparation  contains  not 
more  than  5  milligrams  of  sodium  fluo¬ 
ride  per  gram  and  is  packaged  to  contain 
not  more  than  300  milligrams  of  sodium 
fluoride  per  retail  package. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  only  as  a 
dentifrice  by  adults  and  children  6  years 
of  age  and  over,  and  includes  instruc¬ 
tions  to  rinse  the  mouth  thoroughly  after 
brushing  the  teeth. 

(vi)  The  labeling  bears,  in  juxtaposi¬ 
tion  with  the  directions  for  use,  a  clear 
warning  statement  against  use  by  chil¬ 
dren  under  6  years  of  age. 

(11)  Hexadenol  (a  mixture  of  tetra- 
cosanes  and  their  oxidation  products) 
preparations  meeting  all  the  following 
conditions: 

(i)  The  hexadenol  is  prepared  and 
packaged,  with  or  without  other  drugs, 
solvents,  and  propellants,  in  a  form  suit¬ 
able  for  self-medication  by  external  ap¬ 
plication  to  the  skin  as  a  spray,  and 
containing  no  drug  limited  to  prescrip¬ 
tion  sale  under  the  provisions  of  section 
503  (b)  (1)  of  the  act. 

(ii)  The  hexadenol  and  all  other  com¬ 
ponents  of  the  preparation  meet  their 
professed  standards  of  identity,  strength, 
quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  5  percent  by  weight  of  hexa¬ 
denol. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  by  external 
application  in  the  treatment  of  minor 
burns  and  minor  skin  irritations. 

(vi)  The  labeling  bears,  in  juxtaposi¬ 
tion  with  the  directions  for  use,  clear 
warning  statements  against: 

(a)  Use  on  serious  bums  or  skin  con¬ 
ditions  or  prolonged  use,  except  as  di¬ 
rected  by  a  physician. 

(b)  Spraying  the  preparation  in  the 
vicinity  of  eyes,  mouth,  nose,  or  ears. 

(12)  Sulfur  dioxide  preparations 
meeting  all  the  following  conditions: 

(i)  The  sulfur  dioxide  is  prepared 
with  or  without  other  drugs,  in  an  aque¬ 
ous  solution  packaged  in  a  hermetic  con¬ 
tainer  suitable  for  use  in  self-medication 
by  external  application  to  the  skin,  and 
containing  no  drug  limited  to  prescrip¬ 
tion  sale  under  the  provisions  of  section 
503  (b)  (1)  of  the  act. 

(ii)  The  sulfur  dioxide  and  all  other 
components  of  the  preparation  meet 
their  professed  standards  of  identity, 
strength,  quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  5  grams  of  sulfur  dioxide  per 
100  milliliters  of  solution. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  by  external 
application  to  the  smooth  skin  In  the 
prevention  or  treatment  of  minor  con¬ 
ditions  in  which  it  is  indicated. 

(vi)  The  directions  for  use  recommend 
or  suggest  not  more  than  two  applica¬ 
tions  a  day  for  not  more  than  1  week, 
except  as  directed  by  a  physician. 


(13)  Doxylamine  succinate  prepara¬ 
tions  meeting  all  the  following  condi¬ 
tions: 

(i)  The  doxylamine  succinate  is  pre¬ 
pared,  with  or  without  other  drugs,  in 
tablet  or  other  dosage  form  suitable  for 
oral  use  in  self-medication,  and  contain¬ 
ing  no  drug  limited  to  prescription  sale 
under  the  provisions  of  section  503 
(b)  (1)  of  the  act. 

(ii)  The  doxylamine  succinate  and  all 
other  components  of  the  preparation 
meet  their  professed  standards  of  iden¬ 
tity,  strength,  quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  7.5  milligrams  of  doxylamine 
succinate  per  dosage  unit,  or  if  it  is  in 
liquid  form  not  more  than  1.5  milligrams 
of  doxylamine  succinate  per  milliliter. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  in  the  tem¬ 
porary  relief  of  the  symptoms  of  the 
minor  conditions  in  which  it  is  indicated. 

(vi)  The  dosages  recommended  or 
suggested  in  the  labeling  do  not  exceed: 
For  adults,  7.5  milligrams  of  doxylamine 
succinate  per  dose  or  45  milligrams  of 
doxylamine  succinate  per  24-hour  pe¬ 
riod:  for  children  6  to  12  years  of  age, 
one-half  of  the  maximum  adult  dose  or 
dosage. 

(vii)  The  labeling  bears  in  Juxtaposi¬ 
tion  with  the  dosage  recommendations: 

(a)  Clear  warning  statements  against 
administration  of  the  drug  to  children 
under  6  years  of  age,  except  as  directed 
by  a  physician,  and  against  driving  a  car 
or  operating  machinery  while  using  the 
drug,  since  it  may  cause  drowsiness. 

(b)  If  the  article  is  offered  for  tem¬ 
porary  relief  of  the  symptoms  of  colds, 
a  statement  that  continued  administra¬ 
tion  for  such  use  should  not  exceed  3 
days,  except  as  directed  by  a  physician. 

(14)  Dextromethorphan  hydrobromide 
( dextro-  3  -methoxy- N -methylmorphinan 
hydrobromide)  preparations  meeting  all 
the  following  conditions: 

(i)  The  dextromethorphan  hydro¬ 
bromide  is  prepared  with  or  without 
other  drugs,  in  tablet  or  other  dosage 
form  suitable  for  oral  use  in  self-medica¬ 
tion,  and  containing  no  drug  limited  to 
prescription  sale  under  the  provisions  of 
section  503  (b)  (  1)  of  the  act. 

•  (ii)  The  dextromethorphan  hydro¬ 
bromide  and  all  other  components  of  the 
preparation  meet  their  professed  stand¬ 
ards  of  identity,  strength,  quality,  and 
purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  30  milligrams  of  dextrometh¬ 
orphan  hydrobromide  per  dosage  unit,  or 
if  it  is  in  liquid  form  not  more  than  6 
milligrams  of  dextromethorphan  hydro¬ 
bromide  per  milliliter. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  In  the  tempo¬ 
rary  relief  of  cough  due  to  minor  condi¬ 
tions  in  which  it  is  indicated. 

(vi)  The  dosages  recommended  or  sug¬ 
gested  in  the  labeling  do  not  exceed:  For 
adults,  30  milligrams  of  dextromethor- 
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phan  hydrobromide  per  dose  or  120  mil¬ 
ligrams  of  dextromethorphan  hydrobro¬ 
mide  per  24-hour  period;  for  children  4 
to  12  years  of  age,  15  milligrams  per  dose 
or  60  milligrams  per  2 4 -hour  period;  for 
children  2  to  4  years  of  age,  7.5  milli¬ 
grams  per  dose  or  30  milligrams  per  24- 
hour  period. 

(vii)  The  label  bears  a  conspicuous 
warning  to  keep  the  drug  out  of  the 
reach  of  children  and  the  labeling  bears, 
in  juxtaposition  with  the  dosage  recom¬ 
mendations: 

(a)  A  clear  warning  statement  against 
administration  of  the  drug  to  children 
under  2  years  of  age,  except  as  directed 
by  a  physician. 

(b)  Clear  warning  statements  against 
use  of  the  drug  in  the  presence  of  high 
fever  or  if  cough  persists,  since  persist¬ 
ent  cough  as  well  as  high  fever  may  in¬ 
dicate  the  presence  of  a  serious  condi¬ 
tion. 

(15)  Sodium  monofluorophosphate 
(NajPOaF)  preparations  meeting  all  the 
following  conditions: 

(i)  The  sodium  monofluorophosphate 
1s  prepared  with  other  components  in  an 
aqueous  solution  suitable  for  household 
use  as  a  dentifrice,  and  containing  no 
drug  limited  to  prescription  sale  under 
the  provisions  of  section  503  (b)  (1)  of 
the  act. 

(ii)  The  sodium  monofluorophosphate 
and  all  other  components  of  the  prepara¬ 
tion  meet  their  professed  standards  of 
identity,  strength,  quality,  and  purity. 

(ill)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 

(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  60  milligrams  of  sodium  mon¬ 
ofluorophosphate  per  milliliter  and  is 
packaged  to  contain  not  more  than  3.6 
grams  of  sodium  monofluorophosphate 
per  retail  package. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  only  as  a 
dentifrice  by  adults  and  children  6  years 
of  age  and  over,  and  includes  instruc¬ 
tions  to  rinse  the  mouth  thoroughly  af¬ 
ter  brushing  the  teeth. 

(vi)  The  labeling  bears,  in  juxtaposi¬ 
tion  with  the  directions  for  use,  a  clear 
warning  statement  against  use  by  chil¬ 
dren  under  6  years  of  age. 

(16)  Tuaminoheptane  sulfate  (2-ami- 
noheptane  sulfate)  preparations  meet-, 
ing  all  the  following  conditions: 

(i)  The  tuaminoheptane  sulfate  is 
prepared,  with  or  without  other  drugs, 
in  an  aqueous  vehicle  suitable  for  ad¬ 
ministration  in  self-medication  as  nose 
drops,  and  containing  no  drug  limited 
to  prescription  sale  under  the  provisions 
of  section  503  (b)  (1)  of  the  act. 

(ii)  The  preparation  is  packaged  with 
a  style  of  container  or  assembly  suited 
to  self-medication  by  the  recommended 
route  of  administration,  and  delivering 
not  more  than  0.1  milliliter  of  the  prep¬ 
aration  per  drop. 

(iii)  The  tuaminoheptane  sulfate  and 
all  other  components  of  the  preparation 
meet  their  professed  standards  of 
identity,  strength,  quality,  and  purity. 

(iv)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 


(v)  The  tuaminoheptane  sulfate  con¬ 
tent  of  the  preparation  does  not  exceed 
10  milligrams  per  milliliter. 

(vi)  The  preparation  is  labeled  with 
adequate  directions  for  use  in  the  tem¬ 
porary  relief  of  nasal  congestion. 

(vii)  The  dosages  recommended  or 
suggested  in  the  directions  for  use  do  not 
exceed  the  equivalent:  For  adults,  5 
drops  of  a  1  percent  solution  per  nostril 
per  dose,  and  5  doses  in  a  24-hour  pe¬ 
riod;  for  children  1  to  6  years  of  age,  3 
drops  of  a  1  percent  solution  per  nostril 
per  dose,  and  5  doses  in  a  24-hour  pe¬ 
riod;  for  infants  under  1  year  of  age,  2 
drops  of  a  1  percent  solution  per  nostril 
per  dose,  and  5  doses  in  a  24-hour  period. 

(viii)  The  labeling  bears,  in  juxtaposi¬ 
tion  with  the  dosage  recommendations: 

(a)  Clear  warning  statements  against 
use  of  more  than  5  doses  daily,  and 
against  use  longer  than  4  days  unless 
directed  by  a  physician. 

(b)  A  clear  warning  statement  to  the 
effect  that  frequent  use  may  cause 
nervousness  or  sleeplessness,  and  that 
individuals  with  high  blood  pressure, 
heart  disease,  diabetes,  or  thyroid  dis¬ 
ease  should  not  use  the  preparation  un¬ 
less  directed  by  a  physician. 

(17)  [Reserved] 

(18)  Vibesate  (a  mixture  of  copoly¬ 
mers  of  hydroxy-vinyl  chlorideacetate, 
sebacic  acid,  and  modified  maleic  rosin 
ester)  preparations  meeting  all  the  fol¬ 
lowing  conditions. 

(i)  The  vibesate  is  prepared  and  pack¬ 
aged,  with  or  without  other  drugs,  sol¬ 
vents,  and  propellants,  in  a  form  suita¬ 
ble  for  self-medication  by  external  ap¬ 
plication  to  the  skin  as  a  spray,  and 
containing  no  drug  limited  to  prescrip¬ 
tion  sale  under  the  provisions  of  section 
503  (b)  (1)  of  the  act. 

(ii)  The  vibesate  and  all  other  com¬ 
ponents  of  the  preparation  meet  their 
professed  standards  of  identity,  strength 
quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  13  percent  by  weight  of 
vibesate. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  by  external 
application  as  a  dressing  for  minor  burns, 

minor  cuts,  or  other  minor  skin  irrita¬ 
tions. 

(vi)  The  labeling  bears  in  juxtaposi¬ 
tion  with  the  directions  for  use  clear 
warning  statements  against: 

(a)  Use  on  serious  bums  and  on  in¬ 
fected,  deep,  and  puncture  wounds  un¬ 
less  directed  by  a  physician. 

(b)  Spraying  the  preparation  near  the 
eyes  or  other  mucous  membranes. 

(c)  Inhaling  the  preparation. 

(d)  Use  near  open  flames. 

(e)  Puncturing  the  container  or 
throwing  the  container  into  fire. 

(19)  Pramoxine  hydrochloride  (4 -N- 
butoxyphenyl  ■y-morpholinopropyl  ether 
hydrochloride)  preparations  meeting  all 
the  following  conditions : 

(i)  The  pramoxine  hydrochloride  is 
prepared,  with  or  without  other  drugs,  in 
a  dosage  form  suitable  for  use  in  self- 
medication  by  external  application  to  the 


skin,  and  containing  no  drug  limited  to 
prescription  sale  under  the  provisions 
of  section  503  (b)  (1)  of  the  act. 

(ii)  The  pramoxine  hydrochloride  and 
all  other  components  of  the  preparation 
meet  their  professed  standards  of 
identity,  strength,  quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  1.0  percent  of  pramoxine  hy¬ 
drochloride. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  by  external 
application  to  the  skin  for  the  temporary 
relief  of  pain  or  itching  due  to  minor 
bums  and  sunburn,  nonpoisonous  insect 
bites,  and  minor  skin  irritations. 

(vi)  The  directions  for  use  recom¬ 
mend  or  suggest  not  more  than  four  ap¬ 
plications  of  the  preparation  per  day, 
unless  directed  by  a  physician. 

(vii)  The  labeling  bears,  in  juxtaposi¬ 
tion  with  the  directions  for  use,  clea. 
warning  statements  against: 

(a)  Prolonged  use. 

(b)  Application  to  large  areas  of  the 
body. 

(c)  Continued  use  if  redness,  irrita¬ 
tion,  swelling,  or  pain  persists  or  in¬ 
creases,  unless  directed  by  a  physician. 

(d)  Use  in  the  eyes  or  nose. 

(20)  Carbetapentane  citrate  (2-(2-di- 
ethylaminoethoxy)  -ethyl-l-phenylcyclo- 
pentyl-l-carboxylate  citrate)  prepara¬ 
tions  meeting  all  the  following  condi¬ 
tions: 

(i)  The  carbetanentane  citrate  is  pre¬ 
pared,  with  or  without  other  drugs,  in 
tablet  or  other  dosage  form  suitable  for 
oral  use  in  self-medication,  and  contain¬ 
ing  no  drug  limited  to  prescription  sale 
under  the  provisions  of  section  503  (b) 
(1)  of  the  act. 

(ii)  The  carbetapentane  citrate  and 
all  other  components  of  the  preparation 
meet  their  professed  standards  of  iden¬ 
tity,  strength,  quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
and  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  25  milligrams  of  carbetapen¬ 
tane  citrate  per  dosage  unit;  or  if  it  is  in 
liquid  form,  not  more  than  1.5  milligrams 
of  carbetapentane  citrate  per  milliliter. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  in  the  tem¬ 
porary  relief  of  cough  due  to  minor  con¬ 
ditions  in  which  it  is  indicated. 

(vi)  The  dosages  recommended  or 
suggested  in  the  labeling  do  not  exceed: 
For  adults,  30  milligrams  of  carbetapen¬ 
tane  citrate  per  dose  or  120  milligrams  of 
carbetapentane  citrate  per  24-hour 
period;  for  children  4  to  12  years  of  age, 
7.5  milligrams  per  dose  or  30  milligrams 
per  24-hour  period;  for  children  2  to  4 
years  of  age,  4.0  milligrams  per  dose  or 
16.0  milligrams  per  24-hour  period. 

(vii)  The  label  bears  a  conspicuous 
warning  to  keep  the  drug  out  of  the 
reach  of  children,  and  the  labeling 
bears,  in  juxtaposition  with  the  dosage 
recommendations : 

(a)  A  clear  warning  statement  against 
administration  of  the  drug  to  Children 
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under  2  years  of  age,  unless  directed  by 
a  physician. 

(b)  Clear  warning  statements  against 
use  of  the  drug  in  the  presence  of  high 
fever  or  if  cough  persists,  since  persistent 
cough  as  well  as  high  fever  may  indicate 
the  presence  of  a  serious  condition. 

(21)  Pamabrom  (2 -amino -2-methyl- 
propanol  -  1  -  8  -  bromotheophyllinate) 
preparations  meeting  all  the  following 
conditions : 

(i)  The  pamabrom  is  prepared  with 
appropriate  amounts  of  a  suitable 
analgesic  and  with  or  without  other 
drugs,  in  tablet  or  other  dosage  form 
suitable  for  oral  use  in  self-medication, 
and  containing  no  drug  limited  to  pre¬ 
scription  sale  under  the  provisions  of 
section  503  (b)  (1)  of  the  act. 

(ii)  The  pamabrom  and  all  other 
components  of  the  preparation  meet 
their  professed  standards  of  identity, 
strength,  quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  50  milligrams  of  pamabrom 
per  dosage  unit. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  in  the  tem¬ 
porary  relief  of  the  minor  pains  and  dis¬ 
comforts  that  may  occur  a  few  days  be¬ 
fore  and  during  the  menstrual  period. 

(vi)  The  dosages  recommended  or 
suggested  in  the  labeling  do  not  exceed 
50  milligrams  of  pamabrom  per  dose  or 
200  milligrams  per  24-hour  period. 

(22)  Diphemanil  methylsulfate  (4- 
diphenylmethylene  -  1,1-dimethylpiper- 
idinium  methylsulfate)  preparations 
meeting  all  the  following  conditions: 

(i)  The  diphemanil  methylsulfate  is 
prepared,  with  or  without  other  drugs,  in 
a  dosage  form  suitable  for  use  in  self- 
medication  by  external  application  to  the 
skin,  and  containing  no  drug  limited  to 
prescription  sale  under  the  provisions  of 
section  503  (b)  (1)  of  the  act. 

(ii)  The  diphemanil  methylsulfate 
and  all  other  components  of  the  prepara¬ 
tion  meet  their  professed  standards  of 
identity,  strength,  quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  2.0  percent  of  diphemanil 
methylsulfate. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  by  external 
application  to  the  skin  for  the  relief  of 
symptoms  of  mild  poison  ivy,  oak,  and 
sumac  and  other  minor  irritations  and 
itching  of  the  skin. 

(vi)  The  directions  for  use  recom¬ 
mend  or  suggest  not  more  than  four  ap¬ 
plications  of  the  preparation  per  day, 
unless  directed  by  a  physician. 

(vii)  The  labeling  bears,  in  juxtaposi¬ 
tion  with  the  directions  for  use,  a  clear 
warning  statement,  such  as:  “Caution: 
If  redness,  irritation,  swelling,  or  pain 
persists  or  increases,  discontinue  use  and 
consult  physician.” 

(23)  Dyclonine  hydrochloride  (4- 
butoxy-3-piperidinopropiophenone  hy¬ 
drochloride;  4-n-butoxy-/9-piperidono- 


propiophenone  hydrochloride)  prepara¬ 
tions  meeting  all  the  following 
conditions : 

(i)  The  dyclonine  hydrochloride  is 
prepared,  with  or  without  other  drugs, 
in  a  dosage  form  suitable  for  use  as  a 
cream  or  ointment  in  self-medication  by 
external  application  to  the  skin,  or  rec- 
tally,  and  contains  no  drug  limited  to 
prescription  sale  under  the  provisions  of 
section  503  (b)  (1)  of  the  act. 

(ii)  The  dyclonine  hydrochloride  and 
all  other  components  of  the  preparation 
meet  their  professed  standards  of  iden¬ 
tity,  strength,  quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505 
(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  1.0  percent  of  dyclonine 
hydrochloride. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use: 

(a)  By  external  application  to  the 
skin  for  the  temporary  relief  of  pain  and 
itching  in  sunburn,  nonpoisonous  insect 
bites,  minor  bums,  cuts,  abrasions,  and 
other  minor  skin  irritations. 

(b)  In  the  temporary  relief  of  local 
itching  and  irritation  associated  with 
hemorrhoids. 

(c)  In  the  prevention  or  treatment  of 
other  minor  conditions  in  which  it  is 
indicated.’ 

(vi)  The  labeling  bears,  in  juxtaposi¬ 
tion  with  the  directions  for  use,  clear 
warning  statements  against: 

(a)  Continued  use  if  redness,  irrita¬ 
tion,  swelling,  or  pain  persists  or  in¬ 
creases,  unless  directed  by  a  physician. 

(b)  Use  in  case  of  rectal  bleeding, 
as  this  may  indicate  serious  disease. 

(c)  Use  in  the  eyes. 

(d)  Prolonged  use. 

(e)  Application  to  large  areas  of  the 
body. 

(/)  Use  for  deep  or  puncture  wounds 
or  serious  burns. 

(24)  Chlorothen  citrate  (chlorometha- 
pyrilene  citrate;  N,7V-dimethyl-lV'-(2- 
pyridyl) -AT-(5-chloro-2-thenyl)  ethyl - 
enediamine  citrate)  preparations  meet¬ 
ing  all  the  following  conditions: 

(i)  The  chlorothen  citrate  is  prepared, 
with  or  without  other  drugs,  in  tablet  or 
other  dosage  form  suitable  for  oral  use 
in  self-medication,  and  containing  no 
drug  limited  to  prescription  sale  under 
the  provisions  of  section  503(b)  (1)  of  the 
act. 

(ii)  The  chlorothen  citrate  and  all 
other  components  of  the  preparation 
meet  their  professed  standards  of 
identity,  strength,  quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section 
505(b)  of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  25  milligrams  of  chlorothen 
citrate  per  dosage  unit. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  in  the  tem¬ 
porary  relief  of  the  symptoms  of  hay 
fever  and/or  the  symptoms  of  other 
minor  conditions  in  which  it  is  indicated. 

(vi)  The  dosages  recommended  or 
suggested  in  the  labeling  do  not  exceed: 
For  adults,  25  milligrams  of  chlorothen 


citrate  per  dose  or  150  milligrams  of 
chlorothen  citrate  per  24-hour  period; 
for  children  6  to  12  years  of  age,  one-half 
of  the  maximum  adult  dose  or  dosage. 

(vii)  The  labeling  bears,  in  juxtapo¬ 
sition  with  the  dosage  recommendations: 

(a)  Clear  warning  statements  against 
administration  of  the  drug  to  children 
under  6  years  of  age  or  exceeding  the 
recommended  dosage,  unless  directed  by 
a  physician,  and  against  driving  a  car  or 
operating  machinery  while  using  the 
drug,  since  it  may  cause  drowsiness. 

(b)  If  the  article  is  offered  for  the 
temporary  relief  of  symptoms  of  colds, 
a  statement  that  continued  administra¬ 
tion  for  such  use  should  not  exceed  3 
days,  unless  directed  by  a  physician. 

(25)  Chlorcyclizine  hydrochloride  (1- 
(p-chlorobenzhydryl)  -  4  -  methylpiper- 
azine  hydrochloride)  preparations  meet¬ 
ing  aU  the  following  conditions: 

(i)  The  chlorcyclizine  hydrochloride  is 
prepared,  with  or  without  other  drugs,  in 
tablet  or  other  dosage  form  suitable  for 
oral  use  in  self-medication,  and  contain¬ 
ing  no  drug  limited  to  prescription  sale 
under  the  provisions  of  section  503(b)  (1) 
of  the  act. 

(ii)  The  chlorcyclizine  hydrochloride 
and  all  other  components  of  the  prepara¬ 
tion  meet  their  professed  standards  of 
identity,  strength,  quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505(b) 
of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  25  milligrams  of  chlorcyclizine 
hydrochloride  per  dosage  unit. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  in  the  tem¬ 
porary  relief  of  the  symptoms  of'  hay 
fever  and/or  symptoms  of  other  minor 
conditions  in  which  it  is  indicated. 

(vi)  The  dosages  recommended  or 
suggested  in  the  labeling  do  not  exceed: 
For  adults,  25  milligrams  of  chlorcycli¬ 
zine  hydrochloride  per  dose  or  75  milli¬ 
grams  of  chlorcyclizine  hydrochloride 
per  24-hour  period;  for  children  6  to  12 
years  of  age,  one-half  of  the  maximum 
adult  dose  or  dosage. 

(vii)  The  labeling  bears,  in  juxtaposi¬ 
tion  with  the  dosage  recommendations: 

(a)  Clear  warning  statements  against 
administration  of  the  drug  to  children 
under  6  years  of  age,  or  exceeding  the 
recommended  dosage  unless  directed  by 
a  physician,  and  against  driving  a  car  or 
operating  machinery  while  taking  the 
drug,  since  it  may  cause  drowsiness. 

(b)  If  the  article  is  offered  for  the 
temporary  relief  of  symptoms  of  colds,  a 
statement  that  continued  administra¬ 
tion  for  such  use  should  not  exceed  3 
days,  unless  directed  by  a  physician. 

(c)  A  clear  warning  statement  against 
administration  of  the  drug  to  women 
who  are  pregnant  or  who  may  become 
pregnant,  unless  directed  by  a  physician, 
since  this  drug  may  have  the  potential¬ 
ity  of  injuring  the  unborn  child. 

(26)  Methoxyphenamine  hydrochlo¬ 
ride  (0-  (o-methoxyphenyl)  -isopropyl - 
methylamine  hydrochloride;  1- (o-me¬ 
thoxyphenyl)  -  2  -  methylaminopropane 
hydrochloride)  preparations  meeting  all 
the  following  conditions: 
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(i)  The  methoxyphenamine  hydro¬ 
chloride  Is  prepared  with  appropriate 
amounts  of  a  suitable  antitussive,  with 
or  without  other  drugs,  in  a  dosage  form 
suitable  for  oral  use  in  self-medication, 
and  containing  no  drug  limited  to  pre¬ 
scription  sale  under  the  provisions  of 
section  503(b)  (1)  of  the  act. 

(ii)  The  methoxyphenamine  hydro¬ 
chloride  and  all  other  components  of  the 
preparation  meet  their  professed  stand¬ 
ards  of  identity,  strength,  quality,  and 
purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505(b) 
of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  3.5  milligrams  of  methoxy¬ 
phenamine  hydrochloride  per  milliliter. 

(v)  The  preparation  is  labeled  with 
adequate  directions  for  use  in  the  tem¬ 
porary  relief  of  cough  due  to  minor 
conditions  in  which  it  is  indicated. 

(vi)  The  dosages  recommended  or 
suggested  in  the  labeling  do  not  exceed: 
For  adults,  35  milligrams  of  methoxy¬ 
phenamine  hydrochloride  per  dose  or 
140  milligrams  of  methoxyphenamine 
hydrochloride  per  24-hour  period;  for 
children  6  to  12  years  of  age,  one-half  of 
the  maximum  adult  dose  or  dosage. 

(vli)  The  label  bears  a  conspicuous 
warning  to  keep  the  drug  out  of  the  reach 
of  children,  and  the  labeling  bears,  in 
juxtaposition  with  the  dosage  recom¬ 
mendations: 

(a)  A  clear  warning  statement  against 
administration  of  the  drug  to  children 
under  6  years  of  age,  unless  directed  by 

a  physician. 

(b)  A  clear  warning  statement  to  the 
effect  that  frequent  or  prolonged  use 
may  cause  nervousness,  restlessness,  or 
drowsiness,  and  that  individuals  with 
high  blood  pressure,  heart  disease,  diabe¬ 
tes,  or  thyroid  disease  should  not  use  the 
preparation  unless  directed  by  a  phy¬ 
sician. 

(c)  A  clear  warning  statement  against 
use  of  the  drug  in  the  presence  of  high 
fever  or  if  cough  persists,  since  persist¬ 
ent  cough  as  well  as  high  fever  may  indi¬ 
cate  the  presence  of  a  serious  condition. 

(27)  Biphenamine  hydrochloride  (£- 
diethylaminoethyl-3-phenyl-2-hydroxy- 
benzoate  hydrochloride)  preparations 
meeting  all  the  following  conditions: 

(i)  The  biphenamine  hydrochloride  is 
prepared  in  a  form  suitable  for  use  as  a 
shampoo  and  contains  no  drug  limited 
to  prescription  sale  under  the  provisions 
of  section  503(b)  (1)  of  the  act. 

(ii)  The  biphenamine  hydrochloride 
meets  its  professed  standards  of  identity, 
strength,  quality,  and  purity, 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505  (b) 
of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  1  percent  of  biphenamine 
hydrochloride. 

(v)  Hie  preparation  is  labeled  with 
adequate  directions  for  use  for  the  tem¬ 
porary  relief  of  itching  and  scaling  due 
to  dandruff. 

(vi)  The  label  bears  a  conspicuous 
warning  to  keep  the  drug  out  of  the  reach 
of  children. 


(28)  Tyloxapol  (an  alkylarylpolyether 
alcohol)  and  benzalkonium  chloride 
ophthalmic  preparations  meeting  all  the 
following  conditions: 

(i)  The  tyloxapol  and  benzalkonium 
chloride  are  prepared,  with  other  appro¬ 
priate  ingredients  which  are  not  drugs 
limited  to  prescription  sale  under  the 
provisions  of  section  503(b)(1)  of  the 
act,  as  a  sterile,  isotonic  aqueous  solution 
suitable  for  use  in  self-medication  on  eye 
prostheses. 

(ii)  The  preparation  is  so  packaged  as 
to  volume  and  type  of  container  as  to 
afford  adequate  protection  and  be  suit¬ 
able  for  self-medication  with  a  minimum 
risk  of  contamination  of  the  solution 
during  use.  Any  dispensing  unit  is  sterile 
and  so  packaged  as  to  maintain  sterility 
until  the  package  is  opened. 

(iii)  The  tyloxapol,  benzalkonium 
chloride,  and  other  ingredients  used 
to  prepare  the  isotonic  aqueous  solution 
meet  their  professed  standards  of  iden¬ 
tity,  strength,  quality,  and  purity. 

(iv)  An  application  pursuant  to  sec¬ 
tion  505(b)  of  the  act  is  approved  for  the 
drug. 

(v)  The  preparation  contains  0.25 
percent  of  tyloxapol  and  0.02  percent  of 
benzalkonium  chloride. 

(vi)  The  label  bears  a  conspicuous 
warning  to  keep  the  drug  out  of  the  reach 
of  children  and  the  labeling  bears,  in 
juxtaposition  with  the  dosage  recom¬ 
mendations,  a  clear  warning  that  if  irri¬ 
tation  occurs,  persists,  or  increases,  use 
of  the  drug  should  be  discontinued  and 
a  physician  consulted.  The  labeling  in¬ 
cludes  a  statement  that  the  dropper  or 
other  dispensing  tip  should  not  touch 
any  surface,  since  this  may  contaminate 
the  solution. 

(29)  Tolnaftate  (O-2-naphthyl  mJV- 
dimethylthiocarbanilate;  Ci»Hi:NOS) 
preparations  meeting  all  the  following 
conditions: 

(i)  The  tolnaftate  is  prepared,  with  or 
without  other  drugs,  in  a  cream,  solution, 
or  powder  dosage  form  suitable  for  use 
in  self-medication  by  external  applica¬ 
tion  to  the  skin  and  containing  no  drug 
limited  to  prescription  sale  under  the 
provisions  of  section  503(b)  (1)  of  the  act. 

(ii)  The  tolnaftate  and  all  other  com¬ 
ponents  of  the  preparation  meet  their 
professed  standards  of  identity,  strength, 
quality,  and  purity. 

(iii)  If  the  preparation  is  a  new  drug, 
an  application  pursuant  to  section  505(b) 
of  the  act  is  approved  for  it. 

(iv)  The  preparation  contains  not 
more  than  1  percent  of  tolnaftate. 

(v)  (a)  The  preparation,  if  in  cream 
or  solution  form,  is  labeled  with  adequate 
directions  for  use  by  external  application 
to  the  skin  for  the  relief  of  the  burning 
and  itching  of  athlete’s  foot  and  ring¬ 
worm  of  the  body. 

(b)  The  preparation,  if  in  powder 
dosage  form,  is  labeled  with  adequate 
directions  for  use  by  external  application 
to  the  skin  to  help  prevent  athlete’s  foot 
reinfection. 

(vi)  The  label  bears  a  conspicuous 
warning  to  keep  the  drug  out  of  the  reach 
of  children,  and  the  labeling  bears  in 

juxtaposition  with  the  directions  for  use: 


(a)  If  in  a  cream  or  solution  dosage 
form,  clear  warnings  that: 

(1)  If  burning  or  itching  do  not  im¬ 
prove  within  10  days  or  if  they  become 
worse,  use  of  the  preparation  should  be 
discontinued  and  a  physician  consulted. 

(2)  The  preparation  is  for  external 
use  only. 

(3)  The  preparation  should  be  kept 
out  of  the  eyes. 

(4)  The  preparation  is  not  recom¬ 
mended  for  nail  or  scalp  infections. 

(b)  If  in  a  powder  dosage  form,  clear 
warnings  that: 

(1)  If  irritation  occurs,  use  of  the 
preparation  should  be  discontinued  and 
a  physician  consulted. 

(2)  The  preparation  is  for  external 
use  only. 

(3)  The  preparation  should  not  be  used 
on  scalp  or  hairy  areas. 

(4)  The  preparation  should  be  kept 
out  of  the  eyes. 

Subpart  D — Records  and  Reports 

§  310.300  Records  and  reports  concern¬ 
ing  experience  on  drugs  for  which 
an  approval  is  in  effect. 

(a)  On  receiving  notification  that  an 
application  for  a  new  drug  is  approved, 
the  applicant  shall  establish  and  main¬ 
tain  records  and  make  reports  that  are 
necessary  to  facilitate  a  determination 
whether  there  may  be  grounds  for  in¬ 
voking  section  505(e)  of  the  act  to  sus¬ 
pend  or  withdraw  approval  of  the  ap¬ 
plication,  including  adequately  organized 
and  indexed  files  containing  full  reports 
of  any  of  the  following  kinds  of  informa¬ 
tion,  pertinent  to  the  safety  or  effective¬ 
ness  of  the  drug  or  the  adequacy  of  the 
methods  used  in,  or  the  facilities  and 
controls  used  for,  the  manufacture,  proc¬ 
essing,  and  packing  of  the  drug  to  as¬ 
sure  and  preserve  its  identity,  strength, 
quality,  and  purity,  that  has  not 
previously  been  submitted  as  part  of 
his  application  for  the  drug  and  which  is 
received  or  otherwise  obtained  by  him 
from  any  source: 

( 1 )  Unpublished  reports  of  clinical  ex¬ 
perience,  studies,  investigations,  and 
tests  conducted  by  the  applicant  or  re¬ 
ported  to  him  by  any  person  involving 
the  drug  that  is  the  subject  of  the  appli¬ 
cation  and  related  drugs,  and  reports 
in  the  scientific  literature  involving  the 
drug  that  is  the  subject  of  the  applica¬ 
tion.  An  adequate  summary  and  bibliog¬ 
raphy  of  reports  in  the  scientific  litera¬ 
ture  will  ordinarily  suffice.  (Hie  appli¬ 
cant  must  identify  at  the  time  of  each 
report  submission  each  drug  he  consid 
ers  related  to  the  subject  drug.) 

(2)  Unpublished  reports  of  animal 
experience,  studies,  investigations,  and 
tests  conducted  by  the  applicant  or  re¬ 
ported  to  him  by  any  person  involving 
the  drug  that  is  the  subject  of  the  ap¬ 
plication  and  related  drugs,  and  reports 
in  the  scientific  literature  involving  the 
drug  that  is  the  subject  of  the  applica¬ 
tion.  An  adequate  summary  and 
bibliography  of  reports  in  the  scientific 
literature  will  ordinarily  suffice.  (The 
applicant  must  identify  at  the  time  of 
each  report  submission  each  drug  he 
considers  related  to  the  subject  drug.) 
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(3)  Experience,  investigations,  studies, 
or  tests  involving  the  chemical  or 
physical  properties  or  any  other  proper¬ 
ties  of  the  drug ;  such  as,  its  behavior  or 
properties  in  relation  to  micro¬ 
organisms,  including  both  the  effects  of 
the  drug  on  microorganisms  and  the 
effects  of  microorganisms  on  the  drug. 

(4)  The  information  required  by  this 
section  shall  include,  when  known,  ade¬ 
quate  identification  of  its  source,  includ¬ 
ing  the  name  and  post  office  address  of 
the  person  who  furnished  such  informa¬ 
tion. 

(5)  Copies  of  all  mailing  pieces  and 
other  labeling,  and  if  it  is  a  prescription 
drug  all  advertising,  other  than  that  con¬ 
tained  in  the  application,  used  in  pro¬ 
moting  the  drug;  and  copies  of  the 
currently  used  package  labeling  that 
gives  full  information  for  use  of  the 
drug,  whether  or  not  such  labeling  is 
contained  in  the  application. 

(6)  Information  concerning  the  quan¬ 
tity  of  the  drug  distributed,  in  a  manner 
and  form  that  facilitates  estimates  of  the 
incidence  of  any  adverse  effects  reported 
to  be  associated  with  the  use  of  the  drug. 
This  does  not  require  disclosure  of  fi¬ 
nancial  or  pricing  data. 

(7)  Information  concerning  any  pre¬ 
viously  unreported  changes  from  the 
conditions  described  in  an  application, 
including  changes  conforming  to  the 
conditions  of  §  314.8(a)  (5)  of  this 
chapter. 

(b)  The  applicant  shall  submit  to  the 
Food  and  Drug  Administration  copies 
of  the  records  and  reports  described  in 
paragraph  (a)  of  this  section  (except 
routine  assay  and  control  records)  ap¬ 
propriately  identified  with  the  new-drug 
application  (s)  to  which  they  relate,  as 
follows.  Such  copies,  including  Form  FD- 
1639,  shall  be  submitted  in  duplicate, 
except  that  other  individual  patient  case 
reports  may  be  submitted  in  single  copy. 
In  lieu  of  Form  FD-1639,  a  computer¬ 
generated  report  may  be  submitted  if 
equivalent  in  all  elements  of  information 
with  the  identical  enumerated  sequence 
of  events  and  methods  of  completion 
and  if  forwarded  with  the  same  number 
of  copies  as  specified  for  Form  FD-1639; 
all  formats  proposed  for  such  use  will 
require  initial  review  and  approval  by 
the  Food  and  Drug  Administration.  Each 
report  for  human-use  drugs  that  for¬ 
wards  an  advertisement  or  promotional 
labeling  pursuant  to  paragraph  (b)  (3) 
of  this  section  or  a  periodic  report 
pursuant  to  paragraph  (b)  (4)  of  this 
section  shall  be  accompanied  by  a 
completed  transmittal  Form  FD-2253 
(Transmittal  of  Advertisements  and 
Promotional  Labeling  for  Drugs  for  Hu¬ 
man  Use)  or  FD-2252‘  (Transmittal  of 
Periodic  Reports  for  Drugs  for  Human 
Use) ,  respectively.  Forms  are  obtainable 
from  the  Food  and  Drug  Administration, 
Department  of  Health,  Education,  and 
Welfare,  200  C  Street  SW.,  Washington, 
DC  20204. 

(1)  Immediately  upon  receipt  by  the 
applicant,  complete  records  or  reports 
covering  information  of  the  following 
kinds; 


(1)  Information  concerning  any  mixup 
in  the  drug  or  its  labeling  with  another 
article. 

(ii)  Information  concerning  any  bac¬ 
teriological,  or  any  significant  chemical, 
physical,  or  other  change  or  deteriora¬ 
tion  in  the  drug,  or  any  failure  of  one 
or  more  distributed  batches  of  the  drug 
to  meet  the  specifications  established  for 
it  in  the  new-drug  application. 

(2)  As  soon  as  possible,  and  in  any 
event  within  15  working  days  of  its  re¬ 
ceipt  by  the  applicant,  complete  records 
or  reports  concerning  any  information 
of  the  following  kinds; 

(i)  Information  concerning  any  un¬ 
expected  side  effect,  injury,  toxicity,  or 
sensitivity  reaction  or  any  unexpected 
incidence  or  severity  thereof  associated 
with  clinical  uses,  studies,  investigations, 
or  tests,  whether  or  not  determined  to 
be  attributable  to  the  drug,  except  that 
this  requirement  shall  not  apply  to  the 
submission  of  information  described  in 
a  written  communication  to  the  appli¬ 
cant  from  the  Food  and  Drug  Adminis¬ 
tration  as  types  of  information  that  may 
be  submitted  at  other  designated  inter¬ 
vals.  “Unexpected”  as  used  in  this  sub¬ 
division  refers  to  conditions  or  develop¬ 
ments  not  previously  submitted  as  part 
of  the  new-drug  application  or  not  en¬ 
countered  during  clinical  trials  of  the 
drug,  or  conditions  or  developments  oc¬ 
curring  at  a  rate  higher  than  shown  by 
information  previously  submitted  as  part 
of  the  new-drug  application,  or  than  en¬ 
countered  during  such  clinical  trials. 

(ii)  Information  concerning  any  un¬ 
usual  failure  of  the  drug  to  exhibit  its 
expected  pharmacological  activity. 

(3)  When  mailing  pieces,  any  other 
labeling,  and  advertising  are  devised  for 
promotion  of  the  drug,  specimens  shall 
be  submitted  at  the  time  of  initial  dis¬ 
semination  of  such  labeling  and  at  the 
time  of  initial  publication  of  any  adver¬ 
tisement  for  a  prescription  drug.  Mailing 
pieces  and  labeling  that  are  designed  to 
contain  samples  of  a  drug  shall  be  com¬ 
plete  except  for  omission  of  the  drug. 

(4)  All  the  kinds  of  information  de¬ 
scribed  in  paragraph  (a)  of  this  section, 
other  than  that  submitted  under  the  pro¬ 
visions  of  paragraph  (b)  (1),  (2),  and 
(3)  of  this  section,  shall  be  submitted 
at  the  following  intervals,  unless  other¬ 
wise  ordered  in  a  written  communication 
from  the  Commissioner: 

(i)  If  the  drug  is  intended  for  admin¬ 
istration  to  man,  within  intervals  of  3 
months  beginning  with  the  date  of  ap¬ 
proval  of  the  application  during  the  first 
year  following  such  date;  within  inter¬ 
vals  of  6  months  during  the  second  year 
following  such  date;  and  at  yearly  in¬ 
tervals  thereafter. 

(ii)  [Reserved! 

(iii)  Whenever  an  applicant  is  re¬ 
quired  to  submit  reports  under  the  pro¬ 
visions  of  paragraph  (b)  (4)  (i)  or  (ii)  of 
this  section  with  respect  to  more  than 
one  approved  application  for  prepara¬ 
tions  containing  the  same  drug  so  that 
the  same  item(s)  of  information  is  (are) 
required  to  be  reported  for  more  than 
one  application,  he  may  elect  to  submit 
as  part  of  the  report  for  one  such  appli¬ 


cation  all  the  information  common  to 
such  applications  in  lieu  of  reporting 
separately  and  repetitively  on  each.  The 
applicant  shall  state  when  this  is  done 
and  identify  all  the  applications  for 
which  the  reports  are  submitted. 

(iv)  The  submitted  copies  of  records 
and  reports  shall  include  all  the  required 
information  that  was  received  or  other¬ 
wise  obtained  by  the  applicant  during  the 
designated  intervals. 

(5)  On  written  order  of  the  Commis¬ 
sioner,  within  the  time  stated  in  such 
order  or  agreed  to  by  the  applicant  and 
the  Commissioner,  any  designated  rec¬ 
ords  or  reports  containing  the  kinds  of 
information  described  in  this  section. 

(c)  The  reports  submitted  under  the 
provisions  of  this  section  are  not  re¬ 
quired  to  furnish  the  names  and  ad¬ 
dresses  of  individual  patients  unless  the 
applicant  is  notified  in  writing  by  the 
Food  and  Drug  Administration  that  in¬ 
dividual  patient  identification  is  re¬ 
quired  with  respect  to  designated  reports 
in  order  to  permit  further  investigation 
or  because  there  is  reason  to  believe  that 
such  reports  do  not  represent  actual  re¬ 
sults  obtained. 

(d)  The  applicant  shall  upon  request 
of  any  properly  authorized  officer  or  em¬ 
ployee  of  the  Department,  at  reasonable 
times,  permit  such  officers  to  have  access 
to  and  copy  ^nd  verify  any  records  and 
reports  established  and  maintained 
under  the  provisions  of  this  section. 

(e)  If  the  Food  and  Drug  Administra¬ 
tion  finds  that  the  applicant  has  failed 
to  establish  a  system  for  maintaining  re¬ 
quired  records,  or  has  repeatedly  or 
deliberately  failed  to  maintain  such 
records  or  to  make  required  reports,  in 
accordance  with  the  provisions  of  this 
section,  or  that  the  applicant  has  re¬ 
fused  to  permit  access  to,  or  copying  or 
verification  of  such  records  or  reports, 
the  Commissioner  shall  give  the  appli¬ 
cant  due  notice  and  opportunity  for  a 
hearing  on  the  question  of  whether  to 
withdraw  the  approval  of  the  applica¬ 
tion,  as  provided  in  §§  314.200  and 
314.115  of  this  chapter. 

(f)  Upon  written  request  of  the  appli¬ 
cant,  stating  reasonable  grounds  there¬ 
for,  the  Commissioner  will  make  avail¬ 
able  any  information  in  possession  of  the 
Food  and  Drug  Administration  of  the 
kinds  the  applicant  is  required  to  main¬ 
tain  under  the  provisions  of  this  section, 
except  information  readily  available  to 
the  applicant  from  other  sources  or  in¬ 
formation  which  the  Commissioner  con¬ 
cludes  must  be  considered  confidential. 

(g)  The  “applicant”  required  to  es¬ 
tablish  and  maintain  records  and  make 
reports  required  by  this  section  and  un¬ 
der  the  regulations  in  §  310.302  includes 
any  person  whose  name  appears  on  the 
labeling  of  the  drug  as  its  manufacturer, 
packer,  or  distributor  under  an  approval 
or  who  is  engaged  in  the  manufacturing, 
processing,  packing,  or  labeling  of  the 
drug  under  an  approval  of  the  applica¬ 
tion  or  any  supplement  to  it:  Provided, 
however,  That  in  order  to  avoid  unneces¬ 
sary  duplication  in  the  submission  of 
reports  any  such  applicant’s  obligation 
to  submit  a  report  may  be  met  by  its 
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submission  on  his  behalf,  designated  as 
such,  by  another  person  responsible  for 
reporting. 

§  310.301  Reporting  of  adverse  drug  ex¬ 
periences. 

(a)  (1)  All  adverse  experiences  with 
drugs  for  human  use  reported  as  part 
of  a  new-drug  application  under  §  314.1 
of  this  chapter,  as  part  of  a  supplemen¬ 
tal  new-drug  application  under  §  314.8 
of  this  chapter,  or  as  part  of  the 
reporting  requirements  concerning  ex¬ 
periences  with  drugs  for  which  an  ap¬ 
proval  is  in  effect  prescribed  by  §  310.300 
shall  also  be  reported  on  Form  FD-1639, 
Drug  Experience  Report,  obtainable  with 
Instructions  from  the  Food  and  Drug 
Administration,  Department  of  Health, 
Education,  and  Welfare,  Washington, 
DC  20204.  If  feasible,  such  forms  may 
be  used  on  a  per  patient  basis,  rather 
than  on  an  adverse  experience  basis.  In 
lieu  of  a  Form  FD-1639,  a  computer¬ 
generated  report  may  be  submitted  if 
equivalent  in  all  elements  of  informa¬ 
tion  with  the  identical  enumerated  se¬ 
quence  of  events  and  methods  of  com¬ 
pletion  and  if  forwarded  with  the  same 
number  of  copies;  all  formats  proposed 
for  such  use  will  require  initial  review 
and  approval  by  the  Food  and  Drug 
Administration. 

(2)  It  is  unnecessary,  however,  for 
Form  FD-1639  to  be: 

(i)  Used  in  reporting  adverse  experi¬ 
ence  information  obtained  in  phase  1 
and  phase  2  of  an  investigation  (phases 
1  and  2  are  described  in  paragraph 
10a  of  Form  FD-1571  set  forth  in 
§  312.1(a)  (2)  of  this  chapter). 

(ii)  Submitted  for  adverse  reactions 
reported  in  the  published  scientific 
literature. 

(iii)  Submitted  until  July  1,  1968,  for 
reporting  adverse  experiences  described 
in  new-drug  applications,  supplements, 
and  in  periodic  reports  of  experience 
with  marketed  drugs  if  such  experience 
occurred  prior  to  August  5,  1967. 

(3)  For  reports  of  the  kinds  required 
within  15  days,  as  prescribed  by  §  310.300 
(b)(2),  describing  adverse  reactions 
occurring  after  August  5,  1967,  and  for 
all  such  submissions  received  on  or  after 
July  1, 1968,  adverse  experiences  shall  be 
reported  on  Form  FD-1639.  Adverse 
experiences  with  marketed  drugs  as  a 
result  of  an  investigational  use  other 
than  a  phase  1  study  shall  be  reported 
on  Form  FD-1639  under  the  conditions 
described  in  this  paragraph.  If  desirable, 
such  forms  may  be  used  on  a  per  patient 
basis  rather  than  on  an  adverse  ex¬ 
perience  basis. 

(b)  For  the  purpose  of  such  report,  the 
terms  “drug  experience,”  “adverse  drug 
experience,”  and  “adverse  reaction” 
mean  any  adverse  experience  associated 
with  the  use  of  the  drug,  whether  or  not 
considered  drug-related,  and  include 
any  side  effect,  injury,  toxicity,  or  sensi¬ 
tivity  reaction,  or  significant  failure  of 
expected  pharmacological  action. 


§  310.302  Records  and  reports  on  new 
drugs  and  antibiotics  for  use  by  man 
for  which  applications  or  certifica¬ 
tion  forms  5  and  6  became  effective 
or  were  approved  prior  to  June  20, 
1963. 

(a)  Each  applicant  for  whom  a  new- 
drug  application  or  supplement  for  a 
drug  for  human  use  became  effective  or 
was  approved  at  any  time  prior  to  June 
20,  1963,  and  each  person  holding  an 
approved  form  5  or  6  for  an  antibiotic 
drug  for  human  use  at  any  time  prior 
to  June  20,  1963,  shall  submit,  in  dupli¬ 
cate,  the  following  information  for  each 
dosage  form  within  60  days  from  the  ef¬ 
fective  date  of  this  order: 

(1)  Identification  of  the  dosage  form 
of  the  drug  by  its  established  and  pro¬ 
prietary  names,  if  any,  the  formula 
showing  quantitatively  each  ingredient  of 
the  drug  to  the  extent  disclosed  on  the 
label  (a  copy  of  the  label  will  ordinarily 
fulfill  this  requirement),  the  route  of 
administration,  and  the  new-drug  appli¬ 
cation  number. 

(2)  Whether  the  drug  was  marketed 
and  whether  it  is  currently  marketed. 

(3)  If  the  drug  was  marketed  and 
marketing  has  been  discontinued,  the 
date  and  reason  for  discontinuing  its 
marketing. 

(b)  Each  applicant  for  whom  a  new- 
drug  application  or  supplement  for  a 
drug  for  human  use  became  effective  or 
was  approved  at  any  time  prior  to  June 
20,  1963,  and  each  person  holding  an  ap¬ 
proved  form  5  or  6  for  an  antibiotic 
drug  for  human  use  at  any  time  prior  to 
June  20,  1963,  shall  submit  the  following 
information  with  respect  to  each  drug 
currently  marketed  within  120  days  from 
the  effective  date  of  this  order: 

( 1 )  A  copy  of  the  label  on  the  package 
of  the  drug  and  of  the  package  insert  or 
brochure  bearing  directions  or  informa¬ 
tion  for  use  of  the  article. 

(2)  If  the  label,  brochure,  or  package 
insert  is  not  identical  in  content  to  the 
one  in  the  effective  or  approved  new- 
drug  application  and  its  supplements,  if 
any,  or  in  the  approved  form  5  or  6,  the 
applicant  shall  also  report  what  changes 
have  been  made  (other  than  minor 
changes  in  arrangement  or  printing  or 
changes  of  an  editorial  nature)  and  why 
they  were  made,  and  shall  submit  the 
data  supporting  such  changes  if  it  has 
not  previously  been  submitted. 

(3)  The  applicant  shall  review  the 
label,  brochure,  and  package  insert  and 
shall  submit  a  statement,  signed  by  a 
responsible  officer  or  employee,  whether 
the  label,  brochure,  or  package  insert 
fairly  reflects  the  clinical  experience 
reported  to  or  otherwise  received  by  the 
applicant.  The  applicant  shall  submit 
full  reports  of  any  well-controlled 
clinical  studies  that  have  not  previously 
been  submitted  and  which  are  pertinent 
to  an  evaluation  of  the  effectiveness  of 
the  drug. 

(4)  The  applicant  shall  also  review  or 
cause  to  be  reviewed  in  the  promotional 


material  currently  in  use,  including 
labeling  and  advertising,  and  shall  sub¬ 
mit  a  statement,  signed  by  a  responsible 
officer  or  employee,  whether  all  such  pro¬ 
motional  material  fairly  reflects  the 
labeling  in  the  approved  or  effective  new- 
drug  application  and  its  supplements,  if 
any,  or  in  the  approved  antibiotic  form 
5  or  6.  Copies  of  representative  labeling 
and  advertising  shall  be  attached. 

(5)  If  the  promotional  material  does 
not  fairly  reflect  the  labeling  in  the  ap¬ 
proved  or  effective  new-drug  applica¬ 
tion  and  its  supplements,  if  any,  or  in 
the  approved  form  5  or  6,  the  applicant 
shall  report  the  differences,  state  why 
they  exist,  and  shall  submit  the  data  sup¬ 
porting  any  differences. 

(6)  If  clinical  experience  reported  to 
or  otherwise  received  by  the  applicant 
indicates  the  need  for  change  in  claims 
for  effectiveness  or  in  side  effects,  warn¬ 
ings,  or  contraindications  in  the  labeling 
or  advertising  currently  in  use,  the  ap¬ 
plicant  shall  submit  a  supplemental  ap¬ 
plication  proposing  such  changes  in  the 
labeling  and  a  showing  that  any  advertis¬ 
ing  will  be  appropriately  revised. 

(7)  If  the  clinical  or  other  experience 
reported  to  or  otherwise  obtained  by  the 
applicant  has  revealed  any  information 
concerning  any  side-effect,  injury,  toxic¬ 
ity,  or  sensitivity  reaction,  or  any  un¬ 
expected  incidence  or  severity  thereof, 
which  by  kind,  or  incidence  or  severity 
is  not  fully  disclosed  in  the  labeling, 
whether  or  not  determined  to  be  attrib¬ 
utable  to  the  drug,  this  information  shall 
be  submitted  as  soon  as  the  review  reveals 
such  facts.  Such  information  shall  in¬ 
clude  full  reports  of  all  available  infor¬ 
mation  with  respect  to  any  deaths  ap¬ 
parently  related  to  drug  administration 
whether  or  not  determined  to  be  at¬ 
tributable  to  the  drug.  Any  such  infor¬ 
mation  previously  submitted  for  inclu¬ 
sion  in  the  new-drug  application  or 
antibiotic  form  5  or  6  need  not  be  re¬ 
submitted. 

(8)  If  the  clinical  or  other  experience 
reported  to  or  otherwise  obtained  by  the 
applicant  within  the  past  2  years  has 
revealed  any  information  with  respect  to 
a  distributed  batch  concerning  any  mix- 
up  in  the  drug  or  its  labeling  with 
another  article;  any  bacteriological  or 
any  significant  chemical,  physical,  or 
other  change  or  deterioration  of  the 
drug;  or  any  failure  of  one  or  more  dis¬ 
tributed  batches  to  meet  specifications 
established  in  the  new-drug  application 
or  in  the  antibiotic  regulations,  this  in¬ 
formation  shall  be  submitted  as  soon  as 
the  review  reveals  such  facts.  Any  unre¬ 
solved  experience  of  the  kinds  listed  in 
this  paragraph  shall  be  reported  even 
though  it  occurred  prior  to  the  2-year 
period. 

(c)  Such  reports  shall  be  addressed  to 
the  Secretary,  Department  of  Health, 
Education,  and  Welfare,  for  the  Commis¬ 
sioner  of  Food  and  Drugs,  Washington, 
DC,  20204,  and  shall  be  distinctly 
marked  “New  Drug  (or  Antibiotic)  Re- 
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port,”  together  with  the  applicable  new- 
drag  application  number  or  antibiotic 
account  number  on  the  envelope. 

(d)  Each  such  applicant  shall  main¬ 
tain  for  inspection  all  records  received 
or  otherwise  obtained  by  him  containing 
any  of  the  kinds  of  information  de¬ 
scribed  in  §  310.300(a). 

(e)  After  the  submission  of  the  initial 
reports  required  by  paragraphs  (a)  and 
(b)  of  this  section,  each  such  applicant 
shall,  after  1  year,  submit  for  the  re¬ 
porting  period  reports  of  the  kinds  re¬ 
quired  by  §  310.300(b)  (4) ,  not  later  than 
each  anniversary  date  of  the  effective¬ 
ness  of  the  new-drug  application  or  ini¬ 
tial  antibiotic  form  5  or  6  approval. 

(f)  Each  applicant  shall  submit  all 
information  reported  to  or  received  by 
him  of  the  kinds  required  by  §  310.300(b) 

(1)  and  (2)  as  required  in  that  section. 

(g)  Deliberate  or  repeated  failure  to 
make  the  reports  required  by  paragraphs 
(a)  and  (b)  of  this  section  will  be  fol¬ 
lowed  by  written  notice  to  the  holder  of 
the  application  and  publication  of  such 
notice  in  the  Federal  Register,  furnish¬ 
ing  an  opportunity  for  a  hearing  on  a 
proposal  to  withdraw  approval  of  the 
application.  Any  interested  person  who 
may  be  adversely  affected  by  such  an 
order  may  respond  to  such  notice  and 
avail  himself  of  an  opportunity  to  partic¬ 
ipate  in  such  a  hearing.  This  will  allow 
any  person  distributing  a  drug  that  was 
covered  by  an  application  held  by  a  per¬ 
son  who  did  not  make  the  required  re¬ 
ports  an  opportunity  to  show  cause  why 
approval  of  the  application  should  not  be 
withdrawn  and  marketing  of  the  drug 
discontinued. 

(h)  Reports  showing  that  a  new  drug 
was  not  marketed  or  has  been  discon¬ 
tinued  may  be  followed  by  publication  in 
the  Federal  Register  of  a  notice  of  a 
proposal  to  withdraw  approval  of  such 
application,  on  any  of  the  grounds  speci¬ 
fied  in  section  505(e)  of  the  act,  giving 
any  interested  person  who  would  be  ad¬ 
versely  affected  by  such  an  order  an  op¬ 
portunity  to  respond  and  avail  himself 
of  a  hearing  prior  to  the  issuance  of 
such  order.  This  will  allow  any  person 
distributing  a  new  drug  that  was  covered 
by  an  application  held  by  a  person  who 
did  not  market  the  drug  or  who  has 
abandoned  marketing  of  the  drug  an 
opportunity  to  show  cause  why  approval 
of  the  application  should  not  be  with¬ 
drawn  and  why  marketing  of  the  drug 
should  not  be  discontinued. 

(i)  Exemptions  from  annual  report¬ 
ing  will  be  considered  on  the  basis  of 
petitions  therefor,  giving  reasons  why 
annual  reporting  is  not  required  to  pro¬ 
tect  the  public  health.  No  exemption 
will  be  allowed  from  the  reporting  re¬ 
quirements  of  paragraph  (f)  of  this 
section  and  of  §  310.300(b)  (1)  and  (2). 

(Sec.  507,  59  Stat.  463,  as  amended;  21  U.S.C. 
357) 

§  310.303  Continuation  of  long-term 
studies,  records,  and  reports  on  cer¬ 
tain  drugs  for  which  new-drug  appli¬ 
cations  have  been  approved. 

(a)  A  new  drug  may  not  be  approved 
for  marketing  unless  it  has  been  shown 


to  be  safe  and  effective  for  its  intended 
use(s).  After  approval,  the  applicant  is 
required  to  establish  and  maintain  rec¬ 
ords  and  make  reports  related  to  clinical 
experience  or  other  data  or  information 
necessary  to  make  or  facilitate  a  deter¬ 
mination  of  whether  there  are  or  may  be 
grounds  under  section  505(e)  of  the  act 
for  suspending  or  withdrawing  approval 
of  the  application.  Some  drugs,  because 
of  the  nature  of  the  condition  for  which  , 
they  are  intended,  must  be  used  for  long 
periods  of  time — even  a  lifetime.  To  ac¬ 
quire  necessary  data  for  determining  the 
safety  and  effectiveness  of  long-term  use 
of  such  drugs,  extensive  animal  and  clin¬ 
ical  tests  are  required  as  a  condition  of 
approval.  Nonetheless,  the  therapeutic  or 
prophylactic  usefulness  of  such  drugs 
may  make  it  inadvisable  in  the  public  in¬ 
terest  to  delay  the  availability  of  the 
drugs  for  widespread  clinical  use  pend¬ 
ing  completion  of  such  long-term  studies. 
In  such  cases,  the  Food  and  Drug  Ad¬ 
ministration  may  approve  the  new-drug 
application  on  condition  that  the  neces¬ 
sary  long-term  studies  will  be  conducted 
and  the  results  recorded  and  reported 
in  an  organized  fashion.  The  procedures 
required  by  paragraph  (b)  of  this  section 
will  be  followed  in  order  to  list  such  a 
drug  in  §  310.304. 

(b)  A  proposal  to  require  additional  or 
continued  studies  with  a  drug  for  which 
a  new-drug  application  has  been  ap¬ 
proved  may  be  made  by  the  Commis¬ 
sioner  on  his  own  initiative  or  on  behalf 
of  any  interested  person.  Prior  to  issu¬ 
ance  of  such  a  proposal,  the  applicant 
will  be  provided  an  opportunity  for  a  con¬ 
ference  with  representatives  of  the  Food 
and  Drug  Administration.  When  appro¬ 
priate,  investigators  or  other  individuals 
may  be  invited  to  participate  in  the  con¬ 
ference.  Such  proposal  and  a  summ&ry 
of  the  grounds  upon  which  it  is  proposed 
will  be  published  in  the  Federal  Register 
and  written  comments  thereon  invited. 
After  considering  all  available  data,  the 
Commissioner  will  publish  an  order  in 
the  Federal  Register  acting  on  the  pro¬ 
posal.  Proposals  submitted  by  interested 
persons  may  be  refused  by  written  notice 
from  the  Commissioner  if  the  proposal 
is  not  supported  by  reasonable  grounds. 
Upon  final  determination  that  special 
studies,  records,  and  reports  are  required 
for  a  drug,  such  requirements  will  be 
published  in  §  310.304. 

§  310.304  Drugs  that  are  subjects  of  ap¬ 
proved  new-drug  applications  and 
that  require  special  studies,  records, 
and  reports. 

Listed  below  are  the  new  drugs  and 
requirements  referred  to  in  §  310.303: 

(a)  Levodopa.  Levodopa  has  been 
shown  to  be  of  value  for  symptomatic 
relief  in  the  treatment  of  Parkinson’s 
disease.  The  nature  of  this  disease  re¬ 
quires  that  the  drug  be  taken  over  a  pro¬ 
tracted  period  of  time — even  a  lifetime. 
In  view  of  the  benefits  attributable  to 
levodopa,  the  Commissioner  finds  that  It 
is  not  in  the  public  interest  to  withhold 
the  drug  from  the  market  until  very  long¬ 
term  or  lifetime  studies  have  been  com¬ 
pleted  for  a  determination  of  its  long¬ 


term  safety  and  effectiveness.  The  Food 
and  Drug  Administration  has,  by  letters 
to  applicants,  approved  new-drug  appli¬ 
cations  for  levodopa  for  use  in  the  treat¬ 
ment  of  Parkinson’s  disease.  In  view  of 
the  known  adverse  effects  associated  with 
its  use  and  considering  its  indicated  long¬ 
term  use,  the  Commissioner  finds  that 
holders  of  approved  new-drug  applica¬ 
tions  for  levodopa  should  be  required  to 
continue  studies  with  the  drug  as  de¬ 
scribed  below  and  to  monitor  such  rec¬ 
ords  and  make  such  reports  as  are  neces¬ 
sary  with  respect  to  the  continuing 
studies.  These  studies  are  necessary  for 
acquiring  an  organized  body  of  informa¬ 
tion  on  the  safety  and  effectiveness  of 
levodopa  in  long-term  use. 

(1)  The  applicant  is  to  carry  to  con¬ 
clusion  the  1-year  chronic  toxicity  stud¬ 
ies  in  dogs  and  18 -month  chronic  toxicity 
studies  in  rats,  including  the  necessary 
histopathology. 

(2)  The  clinical  studies  now  being 
conducted  under  a  standard  protocol  are 
to  be  extended  in  at  least  600  of  the  pa¬ 
tients  now  under  treatment.  This  will 
include  the  blood  chemistry  and  medical 
evaluation  currently  being  done  under 
the  existing  protocol. 

(3)  The  applicant-  is  to  arrange  for 
a  central  tissue  registry  to  examine  hu¬ 
man  autopsy  material  obtained  from 
patients  in  the  study  who  died  while 
under  treatment  with  levodopa. 

(4)  Reports  on  the  studies  will  be  sub¬ 
mitted  under  §  310.300. 

(5)  At  the  end  of  each  year  after 
the  date  of  approval  of  the  application, 
representatives  of  the  Food  and  Drug 
Administration,  the  applicant,  and,  if 
necessary,  the  investigators  will  meet  to 
determine  on  the  basis  of  available  in¬ 
formation  whether  or  not  clinical  studies 
should  be  continued. 

(b)  Methadone.  Methadone  may  be 
used  as  an  analgesic  in  severe  pain,  for 
the  detoxification  of  narcotic  addicts, 
and  as  an  oral  substitute  for  heroin  or 
other  morphine-like  drugs,  In  the  main¬ 
tenance  treatment  of  narcotic  addicts, 
pursuant  to  the  conditions  established  in 
§  310.505.  Further  data  and  information 
are  required  to  establish  the  safety  and 
effectiveness  of  methadone  under  a  va¬ 
riety  of  conditions  during  widespread  and 
long-term  use.  In  view  of  the  tremendous 
public  health  and  social  problems  asso¬ 
ciated  with  the  use  of  heroin,  the  demon¬ 
strated  usefulness  of  methadone  in  treat¬ 
ment,  the  lack  of  a  safe  and  effective 
alternative  drug  or  treatment  modality, 
the  need  for  additional  safety  and  effec¬ 
tiveness  data  on  methadone,  and  the 
danger  to  health  that  could  be  created 
by  uncontrolled  distribution  and  use  of 
methadone,  the  Commissioner  of  Food 
and  Drugs  finds  that  it  Is  not  In  the 
public  interest  either  to  withhold  the 
drug  from  the  market  until  it  has  been 
proved  safe  and  effective  under  all  condi¬ 
tions  of  use  or  to  grant  full  approval  for 
unrestricted  distribution,  prescription, 
dispensing,  or  administration  of  metha¬ 
done.  The  Commissioner  therefore  con¬ 
cludes  that  it  is  essential  to  the  public 
interest  to  prescribe  detailed  conditions 
for  safe  and  effective  use  of  methadone, 
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utilizing  the  IND  and  NDA  control  mech¬ 
anisms  and  the  authority  granted  under 
the  Comprehensive  Drug  Abuse  Preven¬ 
tion  and  Control  Act  of  1970,  to  assure 
that  the  required  additional  information 
for  assessing  the  safety  and  effective¬ 
ness  of  methadone  is  obtained,  to  main¬ 
tain  close  control  over  the  safe  distribu¬ 
tion,  administration,  and  dispensing  of 
the  drug,  and  to  detail  responsibilities 
for  such  control.  The  conditions  estab¬ 
lished  in  §  310.505  constitute  a  deter¬ 
mination  of  the  appropriate  methods  of 
professional  practice  in  the  medical 
treatment  of  the  narcotic  addiction  of 
various  classes  of  narcotic  addicts  with 
respect  to  the  use  of  methadone,  pur¬ 
suant  to  section  4  of  the  Comprehensive 
Drug  Abuse  Prevention  and  Control  Act 
of  1970. 

Subpart  E — Requirements  for  Specific 
New  Drugs  or  Devices 

§  310.300  Di goxin  products  for  oral  use; 
conditions  for  marketing. 

(a)  Studies  have  shown  evidence  of 
clinically  significant  differences  in  bio¬ 
availability  in  different  batches  of  cer¬ 
tain  marketed  digoxin  products  for  oral 
use  from  single  manufacturers  as  well  as 
in  batches  of  these  products  produced  by 
different  manufacturers.  These  differ¬ 
ences  were  observed  despite  the  fact  that 
the  products  met  compendial  specifica¬ 
tions.  Other  studies  have  shown  that 
there  is  a  sufficient  correlation  between 
bioavailability  in  vivo  and  the  dissolu¬ 
tion  rate  of  digoxin  tablets  in  vitro  to 
make  the  dissolution  test  an  important 
addition  to  the  compendial  standards. 
Because  of  the  potential  for  serious  risk 
to  cardiac  patients  using  digoxin 
products  which  may  vary  in  bioavail¬ 
ability,  the  Commissioner  of  Food  and 
Drugs  has  determined  that  immediate 
action  must  be  taken  to  assure  the  uni¬ 
formity  of  all  digoxin  products  for 
oral  use.  The  Commissioner  is  of  the 
opinion  that  digoxin  products  for  oral 
use  are  new  drugs  within  the  meaning  of 
section  201  (p)  of  the  Federal  Food,  Drug, 
and  Cosmetic  Act  for  which  approved 
new  drug  applications  are  required.  The 
Commissioner  has  determined  that,  be¬ 
cause  of  questions  raised  regarding  the 
bioavailability  of  digoxin  products  for 
oral  use,  there  is  sufficient  evidence  to  in¬ 
voke  the  authority  under  section  505(j) 
of  the  act  to  fully  investigate  this  ques¬ 
tion  and  to  facilitate  a  determination  of 
whether  there  is  a  ground  for  with¬ 
drawal  of  approval  of  the  drug  product 
under  section  505(e)  of  the  act.  Market¬ 
ing  of  these  products  may  be  continued 
only  under  the  following  conditions: 

(1)  Digoxin  products  for  oral  use, 
other  than  tablets:  Any  person  market¬ 
ing  digoxin  products  for  oral  use,  other 
than  tablets,  shall  submit  to  the  Food  and 
Drug  Administration  on  or  before  Febru¬ 
ary  21,  1974,  an  abbreviated  new  drug 
application  for  these  products.  Any  such 
drug  product  then  on  the  market  which 
is  not  the  subject  of  an  application  sub¬ 
mitted  for  the  drug  product  shall  be  sub¬ 
ject  to  regulatory  procedures  under  sec¬ 
tion  505  of  the  act.  In  addition  to  the 

fc 


information  specified  in  §  314.1(f)  of  this 
chapter,  the  application  shall  contain: 

(i)  A  full  list  of  the  articles  used  as 
components  of  the  digoxin  product,  spe¬ 
cifications  for  components,  detailed  iden¬ 
tification  and  analytical  procedures  used 
to  assure  that  the  components  meet  es¬ 
tablished  specifications  of  identity, 
strength,  quality,  and  purity  and  a  com¬ 
plete  description  of  the  manufacturing 
process. 

(ii)  The  source  of  the  digoxin  used  in 
the  formulation  including  the  name  and 
address  of  the  supplier. 

(iii)  A  statement  that  stability  studies 
will  be  conducted  to  establish  a  suitable 
expiration  date  for  the  digoxin  product 
in  the  form  in  which  it  is  distributed. 

(iv)  A  statement  that  the  product 
label  will  contain  a  suitable  expiration 
date.  In  the  absence  of  any  stability  test 
data,  this  expiration  date  shall  be  no 
longer  than  one  year  after  the  batch  is 
manufactured.  If  the  expiration  date  is 
greater  than  one  year,  supporting  sta¬ 
bility  data  shall  be  included  in  the  appli¬ 
cation. 

(v)  Labeling  that  is  in  compliance  with 
all  requirements  of  the  act  and  regula¬ 
tions  promulgated  thereunder,  the  per¬ 
tinent  parts  of  which  are  as  indicated 
in  paragraph  (e)  of  this  section. 

(vi)  A  statement  that  the  applicant 
will  initiate  recall  of  all  stocks  of  the 
drug  product  outstanding  when  so  re¬ 
quested  by  the  Food  and  Drug  Adminis¬ 
tration. 

(vii)  A  statement  that  the  applicant 
intends  to  conduct  in  vivo  bioavailability 
tests  and  that  the  applicant,  under  the 
records  and  reports  provisions  of  section 
505 (j)  of  the  act,  will: 

(a)  Within  30  days  after  the  submis¬ 
sion  of  the  application,  submit  to  the 
Food  and  Drug  Administration  the  pro¬ 
tocol  which  the  applicant  proposes  to 
follow  in  conducting  these  in  vivo  bio¬ 
availability  tests.  The  protocol  shall  con¬ 
tain  all  of  the  essential  elements  set 
forth  in  paragraph  (d)  of  this  section. 
The  tests  shall  not  be  initiated  prior  to 
receiving  notification  from  the  Food  and 
Drug  Administration  that  the  bioavail¬ 
ability  protocol  has  been  reviewed  and 
either  approved  or  its  deficiencies  de¬ 
lineated. 

(b)  Within  180  days  after  receiving 
notification  from  the  Food  and  Drug  Ad¬ 
ministration  that  the  bioavailability  pro¬ 
tocol  has  been  reviewed,  submit  to  the 
Food  and  Drug  Administration  the  re¬ 
sults  of  the  in  vivo  bioavailability  tests. 

(2)  Digoxin  tablets:  Any  person 
marketing  digoxin  tablets,  in  addition  to 
complying  with  all  of  the  requirements 
of  paragraph  (a)  (1)  of  this  section,  shall 
include  in  their  abbreviated  new  drug 
application: 

(i)  A  statement  that  the  applicant  will 
establish  procedures  to  test  each  lot  of 
digoxin  tablets  prior  to  releasing  the 
batch  for  distribution  to  assure  that  the 
batch  meets  all  of  The  United  States 
Pharmacopeia  (USP  XVIII)  require¬ 
ments  for  digoxin  tablets  including,  but 
not  limited  to,  potency,  content  uniform¬ 
ity,  and  dissolution  and  either  (a)  that 


the  quantity  of  digoxin  dissolved  at  one 
hour  is  not  more  than  95  percent  of  the 
assayed  amount  of  digoxin  or  (b)  that 
the  quantity  of  digoxin  dissolved  at  15 
minutes  is  not  more  than  90  percent  of 
the  assayed  amount  of  digoxin. 

(ii)  A  statement  that  finished  prod¬ 
uct  specifications  shall  be  established  to 
include  provisions  to  assure  that  the 
range  of  average  one-hour  dissolution 
values  among  batches  of  digoxin  tablets 
does  not  exceed  20  percent. 

(3)  Before  releasing  for  distribution 
any  batch  of  digoxin  tablets  manufac¬ 
tured  after  January  22,  1974,  the  manu¬ 
facturer  shall: 

(i)  Test  a  sample  of  the  batch  to  as¬ 
sure  that  the  batch  meets  all  of  the  re¬ 
quirements  of  The  United  States 
Pharmacopeia  (USP  XVIII)  including 
but  not  limited  to,  potency,  content  uni¬ 
formity,  and  dissolution  and  either  (a) 
that  the  quantity  of  digoxin  dissolved  at 
one  hour  is  not  more  than  95  percent  of 
the  assayed  amount  of  digoxin  or  (b) 
that  the  quantity  of  digoxin  dissolved  at 
15  minutes  is  not  more  than  90  percent 
of  the  assayed  amount  of  digoxin. 

(ii)  Submit  a  sample  of  the  batch  to 
the  Food  and  Drug  Administration  ac¬ 
cording  to  the  procedures  set  forth  in 
paragraph  (g)  of  this  section.  Results  of 
tests  conducted  on  the  batch  by  or  for 
the  manufacturer  and  the  batch  pro¬ 
duction  record  shall  accompany  the 
sample. 

(iii)  Withhold  the  batch  from  distri¬ 
bution  until  he  is  notified  by  the  Food 
and  Drug  Administration  that  the  sam¬ 
ple  was  tested  and  found  to  meet  all  of 
the  requirements  in  The  United  States 
Pharmacopeia  (USP  XVIII)  for  potency, 
content  uniformity,  and  dissolution  and 
either  (a)  that  the  quantity  of  digoxin 
dissolved  at  one  hour  is  not  more  than  95 
percent  of  the  assayed  amount  of  digoxin 
or  (b)  that  the  quantity  of  digoxin  dis¬ 
solved  at  15  minutes  is  not  more  than  90 
percent  of  the  assayed  amount  of 
digoxin. 

(iv)  Submit  a  sample  of  each  batch 
of  digoxin  tablets  as  provided  for  in 
paragraph  (a)  (3)  (ii)  of  this  section 
until  he  is  notified  by  the  Food  and  Drug 
Administration  that  he  is  released  from 
the  certification  program.  This  notifi¬ 
cation  will  be  made  on  the  basis  of  sam¬ 
ple  test  results,  inspectional  findings  re¬ 
garding  compliance  with  current  good 
manufacturing  practice,  and  compliance 
with  all  other  requirements  of  this  sec¬ 
tion  and  any  other  directives  issued  by 
the  Food  and  Drug  Administration  as  a 
condition  for  release  from  the  certifi¬ 
cation  program. 

(4)  Any  manufacturer  who  has  dis¬ 
tributed  any  batch  of  digoxin  tablets 
which  does  not  meet  the  compendial 
requirement  for  dissolution,  when  tested 
by  the  method  in  The  United  States 
Pharmacopeia  (USP  XVIII),  shall  initi¬ 
ate  recall  of  the  subject  batch  when  so 
requested  by  the  Food  and  Drug 
Administration. 

(b)  Failure  of  an  applicant  to  submit 
the  protocol  and/or  the  results  of  the  in 
vivo  bioavailability  tests  showing  ade¬ 
quate  evidence  of  the  product’s  bioavail- 
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ability  within  the  times  specified  in 
paragraph  (a)(l)(vii)  of  this  section 
and/or  to  comply  with  all  of  the  certifi¬ 
cation  requirements  of  paragraph  (a)  (3) 
of  this  section  shall  be  justification  for 
withdrawal  of  approval  of  the  applica¬ 
tion  under  section  505(e)  of  the  act. 

(c)  Any  product  reformulation  or 
change  in  manufacturing  process  will 
require  the  submission  of  a  supplement 
to  the  approved  abbreviated  new  drug 
application  containing  adequate  data  to 
demonstrate  the  bioavailability  of  the  re¬ 
formulated  product.  Food  and  Drug  Ad¬ 
ministration  approval  of  the  supplement 
is  required  before  the  reformulated  prod¬ 
uct  is  marketed.  The  Food  and  Drug  Ad¬ 
ministration  recommends  that,  where 
digoxin  tablets  are  reformulated,  manu¬ 
facturers  reformulate  their  product  to 
achieve  dissolution  of  70  to  90  percent 
.at  one  hour  when  tested  by  all  three 

methods  (i.e.,  the  USP  method,  and  the 
“paddle-water”  and  “paddle-acid”  meth¬ 
ods)  described  in  paragraph  (h)  of  this 
section. 

(d)  The  protocol  for  the  in  vivo  bio¬ 
availability  tests  required  in  paragraphs 
(a)  and  (c)  of  this  section  shall  employ 
a  three-way  crossover  design  using  the 
digoxin  test  product;  a  reference  digoxin 
tablet  supplied,  on  reqrest,  by  the  Food 
and  Drug  Administration;  and  bulk 
digoxin  USP  in  an  oral  solution.  Appro¬ 
priate  venous  blood  and  urinary  samples 
are  to  be  collected  and  analyzed.  The 
method  shall  be  capable  of  detecting  the 
difference  between  the  reference  tablet 
and  the  reference  oral  solution.  Bioavail¬ 
ability  of  the  test  product  shall  be  dem¬ 
onstrated  if  a  mean  absorption  of  at 
least  75  percent  of  the  combined  mean  of 
the  two  reference  standards  is  observed. 
Assistance  in  developing  a  protocol  for  a 
particular  dosage  formulation  may  be 
obtained  by  contacting  the  Food  and 
Drug  Administration,  Bureau  of  Drugs 
(HFD-220),  5600  Fishers  Lane,  Rock¬ 
ville,  MD  20852. 

(e)  Parts  of  the  digoxin  product  label¬ 
ing  indicated  below  shall  be  substantially 
as  follows: 

Cardiac  (Digitalis)  Glycosides  Labeling 
Guideline  (Adult) 

description 

The  cardiac  (or  digitalis)  glycosides  are 
a  closely  related  group  of  drugs  having  in 
common  specific  and  powerful  effects  on  the 
myocardium.  These  drugs  are  found  in  a 
number  of  plants.  The  term  “digitalis”  Is 
used  to  designate  the  whole  group.  Typically, 
the  glycosides  are  composed  of  three  por¬ 
tions,  a  steroid  nucleus,  a  lactone  ring,  and 
a  sugar  (hence  “glycosides”). 

(This  section  should  include  a  chemical 
and  physical  description  of  digoxin  and  the 
same  quantitative  ingredient  information  as 
that  required  on  the  label.) 

ACTION 

The  digitalis  glycosides  have  qualitatively 
the  same  therapeutic  effect  on  the  heart. 
They  (1)  increase  the  force  of  myocardial 
contraction,  (2)  Increase  the  refractory  pe¬ 
riod  of  the  atrioventricular  (A-V)  node,  and 
(3)  to  a  lesser  degree,  affect  the  sinoatrial 
(S-A)  node  and  conduction  system  via  the 
parasympathetic  and  sympathetic  nervous 
systems. 

Gastrointestinal  absorption  of  digoxin  Is 
a  passive  process.  Absorption  of  digoxin  from 


tablets  is  50-76  percent.  Digoxin  is  only  20- 
25  percent  bound  to  plasma  proteins  and 
is  predominantly  excreted  by  the  kidneys 
unmetabolized  unless  there  is  significant 
renal  failure.  Renal  excretion  of  digoxin  is 
proportional  to  glomerular  filtration  rate  and 
is  largely  independent  of  urine  flow.  Digoxin 
is  not  effectively  removed  from  the  body  by 
dialysis,  exchange  transfusions  or  during 
cardiopulmonary  bypass  presumably  because 
of  tissue  binding.  In  subjects  with  nor¬ 
mal  renal  function  digoxin  is  excreted  ex¬ 
ponentially  with  an  average  half-life  of  36 
hours  resulting  in  the  loss  of  35-40  percent 
of  the  body  stores  daily. 

Serum  levels  and  pharmacokinetics  are  es¬ 
sentially  unchanged  by  massive  weight  loss 
suggesting  that  lean  body  mass  should  be 
used  in  dosage  calculations.  The  peak  blood 
level  from  oral  dosing  with  tablets  occurs 
1-3  hours  after  administration.  The  onset 
of  therapeutic  action  of  digoxin  after  oral 
tablets  is  1-2  hours  with  the  peak  thera¬ 
peutic  effect  occurring  6-8  hours  after 
dosing. 

indications 

1.  “Congestive  heart  failure,”  all  degrees, 
is  the  primary  indication.  The  increased  car¬ 
diac  output  results  in  diuresis  and  general 
amelioration  of  the  disturbances  character¬ 
istic  of  right  (.venous  congestion,  edema) 
and  left  (dyspnea,  orthopnea,  cardiac  asth¬ 
ma)  heart  failure. 

Digitalis,  generally,  is  most  effective  in  “low 
output”  failure  and  less  effective  in  "high 
output”  (bronchopulmonary  insufficiency, 
infection,  hyperthyroidism)  heart  failure. 

Digitalis  should  be  continued  after  failure 
is  abolished  unless  some  known  precipitating 
factor  is  corrected. 

2.  “Atrial  fibrillation” — especially  when  the 
ventricular  rate  is  elevated.  Digitalis  rapidly 
reduces  ventricular  rates  and  eliminates  the 
pulse  deficit.  Palpitation,  precordial  distress 
or  weakness  are  relieved  and  any  concom- 
mitant  congestive  failure  ameliorated. 

Digitalis  is  continued  in  doses  necessary  to 
maintain  the  desired  ventricular  rate  and 
other  clinical  effects. 

3.  “Atrial  flutter”  digitalis  slows  the  heart 
and  regular  sinus  rhythm  may  appear. 
Frequently  the  flutter  is  converted  to  atrial 
fibrillation  with  a  slow  ventricular  rate. 

,  Stopping  digitalis  at  this  point  may  be  fol¬ 
lowed  by  restoration  of  sinus  rhythm,  espe¬ 
cially  if  the  flutter  was  of  the  paroxysmal 
type.  It  is  preferable,  however,  to  continue 
digitalis  if  failure  ensues  or  if  atrial  flutter 
is  a  frequent  occurrence. 

4.  “Paroxysmal  atrial  tachycardia”  digitalis 
may  be  used,  especially  if  it  is  resistant  to 
lesser  measures.  Depending  on  the  urgency, 
a  more  rapid  acting  parenteral  preparation 
may  be  preferable  to  initiate  digitalization, 
although  if  failure  has  ensued  or  paroxysms 
recur  frequently,  digitalis  is  maintained  by 
oral  administration. 

Digitalis  is  not  indicated  in  sinus  tachy¬ 
cardia  or  premature  systoles  in  the  absence 
of  heart  failure. 

“Cardiogenic  shock” — the  value  of  digitalis 
is  not  established,  but  the  drug  is  often  em¬ 
ployed,  especially  when  the  condition  is  ac¬ 
companied  by  pulmonary  edema.  Digitalis 
seems  to  adversely  affect  shock  due  to  infec¬ 
tions. 

contraindications 

The  presence  of  toxic  effects  (See  "Over¬ 
dosage")  induced  by  any  digitalis  prepara¬ 
tion  is  an  absolute  contraindication  to  all 
of  the  glycosides. 

Allergy,  though  rare,  does  occur.  It  may 
not  extend  to  all  preparations  and  another 
may  be  tried. 

Ventricular  Fibrillation. 

Ventricular  tachycardia,  unless  congestive 
failure  supervenes  after  a  protracted  episode 
not  itself  due  to  digitalis. 


WARNINGS 

Many  of  the  arrhythmias  for  which  digi¬ 
talis  is  advised  are  identical  with  those 
reflecting  digitalis  intoxication.  If  the  pos¬ 
sibility  of  digitalis  intoxication  cannot  be 
excluded,  cardiac  glycosides  should  be  tem¬ 
porarily  withheld  if  permitted  by  the  clinical 
situation. 

The  patient  with  congestive  heart  failure 
may  complain  of  nausea  and  vomiting.  These 
symptoms  may  also  be  indications  of  digi¬ 
talis  intoxication.  A  clinical  determination 
of  the  cause  of  these  symptoms  must  be 
attempted  before  further  drug  administra¬ 
tion. 

Patients  with  renal  insufficiency  are  apt 
to  be  unusually  sensitive  to  digoxin.  See 
Action  Section  for  mechanism. 

PRECAUTIONS 

“Potassium  depletion”  sensitizes  the  myo¬ 
cardium  to  digitalis  and  toxicity  is  apt  to  de¬ 
velop  even  with  usual  dosage.  Hypokalemia 
also  tends  to  reduce  the  positive  inotropic 
effect  of  digitalis. 

Potassium  wastage  may  result  from  diu¬ 
retic,  corticosteroid,  hemodialysis  and  other 
therapy.  It  is  apt  to  accompany  malnutri¬ 
tion,  old  age  and  long-standing  congestive 
heart  failure. 

“Acute  myocardial  infarction,”  severe  pul¬ 
monary  disease,  or  far  advanced  heart  failure 
are  apt  to  be  more  sensitive  to  digitalis  and 
more  prone  to  disturbances  of  rhythm. 

“Calcium”  affects  contractility  and  excita¬ 
bility  of  the  heart  in  a  manner  similar  to 
that  of  digitalis.  Calcium  may  produce  seri¬ 
ous  arrhythmias  in  digitalized  patients. 

“Myxedema” — Digitalis  requirements  are 
less  because  excretion  rate  is  decreased  and 
blood  levels  are  significantly  higher. 

“Incomplete  AV  block,”  especially  pa¬ 
tients  subject  to  Stokes  Adams  attacks,  may 
develop  advanced  or  complete  heart  block. 
Heart  failure  in  these  patients  can  usually 
be  controlled  by  other  measures  and  by  in¬ 
creasing  the  heart  rate. 

“Chronic  constrictive  pericarditis,”  is  apt 
to  respond  unfavorably. 

“Idiopathic  hypertrophic  subaortic  steno¬ 
sis”  must  be  managed  extremely  carefully. 
Unless  cardiac  failure  is  severe  it  is  doubtful 
whether  digitalis  should  be  employed. 

“Renal  insufficiency”  delays  the  excretion 
of  digitalis  and  dosage  must  be  adjusted  ac¬ 
cordingly  in  patients  with  renal  disease. 

Note:  This  applies  also  to  potassium  ad¬ 
ministration  should  it  become  necessary. 

Electrical  conversion  of  arrhythmias  may 
require  adjustment  of  digitalis  dosage. 

ADVERSE  REACTIONS 

Gynecomastia,  uncommon. 

Overdosage  or  toxic  effects.  Gastrointesti¬ 
nal — anorexia,  nausea,  vomiting,  diarrhea 
are  the  most  common  early  symptoms  of 
over  dosages  in  the  adult  (but  rarely  con¬ 
spicuous  in  infants) .  Uncontrolled  heart  fail¬ 
ure  may  also  produce  such  symptons.  Central 
Nervous  System — headache,  weakness, 
apathy,  visual  disturbances. 

Cardiac  Disturbances  (Arrhythmias)  — 
ventricular  premature  beats  is  the  most  com¬ 
mon,  except  in  infants  and  young  children. 

Paroxysmal  and  nonparoxysmal  nodal 
rhythms,  atrioventricular  (inference)  dis¬ 
sociation  and  paroxysmal  atrial  tachycardia 
(PAT)  with  block  are  also  common  arrhyth¬ 
mias  due  to  digitalis  overdosage. 

Conduction  Disturbances — excessive  slow¬ 
ing  of  the  pulse  is  a  clinical  sign  of  digitalis 
overdosage.  Atrioventricular  block  of  increas¬ 
ing  degree,  may  proceed  to  complete  heart 
block. 

Note:  The  electrocardiogram  is  fundamen¬ 
tal  in  determining  the  presence  and  nature 
of  these  toxic  disturbances.  Digitalis  may 
also  induce  other  changes  (as  of  the  ST  seg- 
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ment),  but  these  provide  no  measure  of  the 
degree  of  digitalization. 

TREATMENT  or  ARRHYTHMIAS  PRODUCED  BY 
OVERDOSAGES 

Digitalis  is  discontinued  until  after  all 
signs  of  toxicity  are  abolished.  This  may  be 
all  that  is  necessary  if  toxic  manifestations 
are  not  severe  and  appear  after  the  time  for 
peak  effect  of  the  drug. 

Potassium  salts  are  commonly  used.  Potas¬ 
sium  chloride  in  divided  doses  totaling  4  to 
6  gm.  for  adults  (See  Pediatric  Information 
for  children)  provided  renal  function  is 
adequate. 

When  correction  of  the  arrhythmia  is  ur¬ 
gent,  potassium  is  administered  intrave¬ 
nously  in  a  solution  of  5  percent  dextrose  in 
water,  a  total  of  40-100  mEq.  (40  mEq.  per 
500  ml.)  at  the  rate  of  40  mEq.  per  hour 
unless  limited  by  pain  due  to  local  irritation. 

Additional  amounts  may  be  given  if  the 
arrhythmia  is  uncontrolled  and  the  potas¬ 
sium  well  tolerated. 

Electrocardiographic  monitoring  is  indi¬ 
cated  to  avoid  potassium  toxicity,  e  g.  peak¬ 
ing  of  T  waves 

CAUTION 

Potassium  should  not  be  used  and  may  be 
dangerous  for  severe  or  complete  heart  block 
due  to  digitalis  and  not  related  to  any 
tachycardia. 

Chelating  agents  to  bind  calcium  may  also 
be  used  to  counteract  the  arrhythmia  effect 
of  digitalis  toxicity,  hypokalemia  and  of 
elevated  serum  calcium  which  may  Uso  pre¬ 
cipitate  digitalis  toxicity. 

Four  grams  (0.8  percent  solution)  of  the 
disodium  salt  of  EDTA  is  dissolved  in  500  ml. 
of  5  percent  dextrose  in  water  (50  mg.  per 
ml.)  and  administered  over  a  period  of  2 
hours  unless  the  arrhythmia  is  controlled 
before  the  infusion  is  completed. 

A  continuous  electrocardiogram  should  be 
observed  so  that  the  infusion  may  be 
promptly  stopped  when  the  desired  effect  is 
achieved. 

Other  counteracting  agents  are:  Quinidine 
procainamide  and  beta  adrenergic  blocking 
agents. 

DOSAGE  AND  ADMINISTRATION 

Oral  digitalis  is  administered  slowly  or 
rapidly  as  required  until  the  desired  thera¬ 
peutic  effect  is  obtained  without  symptoms 
of  overdosage.  The  amount  can  be  predicted 
approximately  from  the  weight  of  the  patient 
with  allowances  made  for  excretion  during 
the  time  taken  to  induce  digitalization. 

Subsequent  maintenance  dosage  is  also 
determined  tentatively  by  the  r  mount  neces¬ 
sary  to  sustain  the  desired  therapeutic  effect. 

Recommended  dosages  are  practical  aver¬ 
age  figures  which  may  require  considerable 
modification  as  dictated  by  individual  sen¬ 
sitivity  or  associated  conditions.  (See  Warn¬ 
ing  Precautions.) 

The  average  digitalizing  dose  with  digoxin 
tablets  is  1.25-1.5  milligrams.  Digitalization 
may  be  accomplished  by  several  approaches. 
A  dose  of  1.0  milligram  orally  usually  pro¬ 
duces  a  digitalis  effect  in  1-2  hours  and 
becomes  maximal  in  6-8  hours.  Additional 
doses,  of  0.25  or  0.5  milligram  may  be  given 
at  6-8  hour  intervals  to  full  digitalization. 

The  usual  daily  oral  maintenance  dose  is 
0.25-0.5  milligram.  For  previously  undigi¬ 
talized  patient,  institution  of  dally  main¬ 
tenance  therapy  without  a  loading  dose  re¬ 
sults  in  development  of  steady-state  plateau 
concentrations  in  about  seven  days  in  pa¬ 
tients  with  normal  renal  function.  By  giving 
0.75  milligram  digoxin  daily  in  divided  doses 
the  desired  therapeutic  effect  may  be 
achieved  in  a  previously  undigitalized  patient 
with  normal  renal  function  in  4-5  days. 

It  cannot  be  overemphasized  that  the 
values  given  are  averages  and  substantial 
individual  variation  can  be  expected. 


(If  pediatric  dosage  is  available  the  label¬ 
ing  sections  above  should  be  expanded  to 
include  the  following  information.) 

PEDIATRIC  INFORMATION 
WARNINGS 

Newborn  infants  during  first  month  of  life 
have  a  sharply  defined  tolerance  to  digitalis. 
Impaired  renal  function  must  also  be  care¬ 
fully  taken  into  consideration. 

“Premature  and  immature  infants’’  are 
particularly  sensitive  and  further  reduction 
of  dosage  may  be  necessary. 

Congestive  failure  accompanying  acute 
“glomerulonephritis’’  requires  extreme  care 
in  digitalization.  A  relatively  low  total  dose 
administered  in  divided  doses  and  concomi¬ 
tant  use  of  reserpine  or  other  antihyperten¬ 
sive  agents  has  been  recommended.  Constant 
ECG  monitoring  is  essential  and  digitalis 
discontinued  as  soon  as  possible. 

IDIOPATHIC  HYPERTROPHIC  SUBAORTIC  STENOSIS 

See  Adult  Precautions. 

"Rheumatic  carditis” — such  cases,  espe¬ 
cially  when  severe,  are  unusually  sensitive 
to  digitalis  and  prone  to  disturbances  of 
rhythm.  If  heart  failure  develops,  digitaliza¬ 
tion  may  be  tried  with  relatively  low  doses; 
then  cautiously  increased  until  a  beneficial 
effect  is  obtained.  If  a  therapeutic  trial  does 
not  result  in  improvement,  the  drug  should 
be  considered  ineffective  and  be  discon¬ 
tinued. 

Note:  Digitalis  glycosides  are  an  impor¬ 
tant  cause  of  accidential  poisoning  in 
children. 

precautions 

Dosage  must  be  carefully  titrated. 

Electrocardiographic  monitoring  may  be 
necessary  to  avoid  intoxication. 

Premonitory  signs  of  toxicity  in  the  new¬ 
born  are  undue  slowing  of  the  sinus  rate, 
sinoatrial  arrest,  and  prolongation  of  PR 
interval. 

OVER0OSAGE  EFFECTS 

Toxic  signs  differ  from  the  adult  in  a  num¬ 
ber  of  respects. 

Cardiac  arrhythmias  are  the  more  reli¬ 
able  and  frequent  signs  of  toxicity. 

Vomiting  and  diarrhea,  neurologic  and 
ophthalmological  disturbance  are  rare  as 
initial  signs. 

Premature  centricular  systoles  are  rarely 
seen;  nodal  and  atrial  systoles  are  more 
frequent. 

Atrial  arrhythmias,  atrial  ectopic  rhythms 
and  paroxysmal  atrial  tachycardia  with  AV 
block  particularly  are  more  common  mani¬ 
festations  of  toxicity  in  children. 

Ventricular  arrhythmias  are  rare. 

TREATMENT  OF  TOXIC  ARRHYTHMIAS 

(See  section  for  adults.)  Potassium  prepa¬ 
rations  may  be  given  orally  in  divided  doses 
totaling  1-2  gm.  daily  in  children.  When  cor¬ 
rection  of  the  arrhythmia  is  urgent,  5  to 
10  mEq.  of  potassium  per  hour  are  given, 
this  amount  being  dissolved  in  100  ml.  of  5 
percent  dextrose  in  water.  Additional 
amounts  of  potassium  may  be  given  if  nec¬ 
essary  and  well  tolerated  by  the  child. 

A  chelating  agent  may  be  tried  if  other 
measures  fail.  EDTA  intravenously  has  been 
recommended  in  a  dose  of  15  mg. /kg. /hr.  in 
5  percent  dextrose  in  water,  the  total  not 
to  exceed  60  mg./kg./day.  A  continuous 
electrocardiogram  should  be  observed  so  that 
the  infusioi*  can  be  stopped  promptly  when 
the  desired  effect  is  achieved. 

DOSAGE  AND  ADMINISTRATION 

Digitalization  must  be  individualized. 
Generally,  premature  and  immature  infants 
are  particularly  sensitive  permitting  reduced 
dosage  which  must  be  determined  by  careful 
titration. 


Oral  dosage.  Newborn  (normal),  from 
birth  to  1  month,  require  adult  proportions 
by  body  weight. 

Infants,  1  month  to  2  years  require  ap¬ 
proximately  50  percent  more  by  body  weight 
than  adult  proportions. 

Children,  2  years  and  over  require  adult 
proportions  by  body  weight. 

(Complete  by  adding  dosage  for  the  spe¬ 
cific  preparation.) 

Long  term  use  of  digitalis  is  indicated  in 
almost  all  infants  who  have  been  digitalized 
for  acute  congestive  failure  unless  the  cause 
is  transient.  Many  favor  maintaining  digi¬ 
talis  until  at  least  2  years  of  age  in  all  in¬ 
fants  with  paroxysmal  atrial  tachycardia 
or  who  show  either  definite  or  latent  failure. 

Many  children  with  severe  inoperable 
congenital  defects  need  digitalis  throughout 
childhood  and  often  for  life. 

(f)  Abbreviated  new  drug  applications 
shall  be  submitted  to  the  Food  and  Drug 
Administration,  Bureau  of  Drugs,  Office 
of  Scientific  Evaluation,  Generic  Drug 
Staff  (HFD-107),  5600  Fishers  Lane, 
Rockville,  MD  20852. 

(g)  All  samples  of  digoxin  tablets  re¬ 
quired  by  paragraph  (a)  (3)  of  this  sec¬ 
tion  to  be  submitted  to  the  Food  and 
Drug  Administration  shall  be  handled  as 
follows : 

(1)  The  sample  shall  consist  of  6  sub¬ 
samples  of  1000  tablets  each  collected  at 
random  from  throughout  the  manufac¬ 
turing  run.  Each  of  the  6  subsamples 
shall  be  identified  with  the  name  of  the 
product,  the  labeled  potency,  the  date  of 
manufacture,  the  batch  number,  and  the 
name  and  address  of  the  manufacturer. 

(2)  The  sample  together  with  the 
batch  production  record  and  results  of 
all  tests  conducted  by  or  for  the  manu¬ 
facturer  to  determine  the  product’s  iden¬ 
tity,  strength,  quality,  and  purity,  con¬ 
tent  uniformity  and  dissolution  shall  be 
submitted  to  the  Department  of  Health, 
Education,  and  Welfare,  Public  Health 
Service,  FDA  National  Center  for  Drug 
Analysis,  1114  Market  St.,  St.  Louis,  MO 
63101.  The  outer  wrapper  shall  be  iden¬ 
tified  “SAMPLE— DIGOXIN  CERTIFI¬ 
CATION.” 

<h)  The  Food  and  Drug  Administra¬ 
tion  is  aware  of  data  with  two  in  vitro 
methods,  in  addition  to  that  described  in 
The  United  States  Pharmacopeia  (USP 
XVIII),  developed  to  measure  digoxin 
tablets  dissolution.  These  two  methods, 
the  so-called  “paddle-water”  and  “pad- 
dle-acid”  methods,  are  described  below 
and  are  identical  with  the  exception  of 
the  nature  of  the  dissolution  medium 
used  in  the  procedures  (i.e„  distilled  or 
deionized  water  vs.  dilute  hydrochloric 
acid  (0.6  percent  volume/ volume) ).  The 
dissolution  apparatus  used  in  these  two 
methods  differs  significantly  from  the 
apparatus  described  in  the  method  in  the 
compendium.  The  Food  and  Drug  Ad¬ 
ministration  is  aware  that  the  three 
methods  (i.e.,  USP,  “paddle-water,”  and 
“paddle-acid”)  show  significant  differ¬ 
ences  in  dissolution  in  comparative  tests 
on  some  formulations.  Definitive  bio¬ 
availability  data  to  compare  the  relative 
value  of  each  of  these  methods  to  pre¬ 
dict  bioavailability  of  the  few  formula¬ 
tions  where  the  methods  show  significant 
differences  in  dissolution  rate  are  not 
now  available.  Manufacturers  who  con- 
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duct  research  utilizing  the  “paddle- 
water”  and  “paddle-acid”  methods,  par¬ 
ticularly  in  comparison  with  the  method 
in  The  United  States  Pharmacopeia, 
shall  submit  any  data  obtained  using 
these  methods  to  the  Pood  and  Drug 
Administration  pursuant  to  section 
505 (j)  of  the  act. 

( 1 )  Dissolution  apparatus. 

(Note:  Throughout  this  procedure  use 
scrupulously  clean  glassware,  which  pre¬ 
viously  has  been  rinsed  with  dilute  hy¬ 
drochloric  acid,  distilled  or  deionized 
water,  then  with  alcohol,  and  carefully 
dried.  Take  precautions  to  prevent  con¬ 
tamination  from  airborne,  fluorescent 
particles  and  from  metal  and  rubber  sur¬ 
faces.)  The  apparatus  consists  of  a  suit¬ 
able  water  bath,  a  1000  milliliter  glass 
vessel  (Kimble  Glass  No.  26220  or  equiv¬ 
alent),  a  motor,  and  a  polytetrafluoro- 
ethylene  stirring  blade  (Skrgent  S-76637, 
Size  B,  3  inch  length;  or  equivalent)  on 
a  glass  stirring  shaft  (Sargent  5-76636, 
14.5  inch  length;  or  equivalent).  The 
water  bath  may  be  of  any  convenient 
size  that  permits  keeping  the  water  tem¬ 
perature  uniformly  at  37°  C.  ±0.5°  C. 
throughout  the  test.  The  vessel  is  spher¬ 
ical,  and  is  provided  with  three  ports  at 
the  top,  one  of  which  is  centered.  The 
lower  half  of  the  vessel  is  65  millimeters 
in  inside  radius  and  the  vessel’s  nominal 
capacity  is  1000  milliliters.  The  glass  stir¬ 
ring  shaft  from  the  motor  is  placed  in 
thq  center  port,  and  one  of  the  outer  ports 
may  be  used  for  insertion  of  a  thermom¬ 
eter.  Samples  may  be  removed  for  anal¬ 
ysis  through  the  other  port.  The  motor 
is  fitted  with  a  speed-regulating  device 
that  allows  the  motor  speed  to  be  held 
at  50  rpm  ±2  rpm.  The  motor  is  sus¬ 
pended  above  the  vessel  in  such  a  way 
that  it  may  be  raised  or  lowered  to  posi¬ 
tion  the  stirring  blade.  The  glass  stirring 
shaft  is  10  millimeters  in  diameter  and 
about  37  centimeters  in  length.  It  must 
run  true  on  the  motor  axis  without  per¬ 
ceptible  wobble.  The  polytetrafluoro- 
ethylene  stirring  blade  is  4  millimeters 
thick  and  forms  a  section  of  a  circle, 
whose  diameter  is  83  millimeters  and 
which  is  subtended  by  parallel  chords  of 
42  and  77  millimeters.  The  blade  is  posi¬ 
tioned  horizontally,  with  the  42-milli¬ 
meter  edge  down,  2.5  centimeters  ±0.2 
centimeter  above  the  lowest  inner  surface 
of  the  vessel. 

(2)  Reagents — (i)  Dissolution  medium. 
For  “paddle-water,”  use  distilled  or  de¬ 
ionized  water.  For  “paddle-acid,”  use  di¬ 
lute  hydrochloric  acid  (0.6  percent  vol¬ 
ume/volume)  .  Use  the  same  batch  of  dis¬ 
solution  medium  throughout  the  test. 

(ii)  Standard  solutions.  Accurately 
weigh  approximately  25  milligrams  of 
The  United  States  Pharmacopeia  Di- 
goxin  Reference  Standard,  dissolve  in  a 
minimum  amount  of  95  percent  ethanol 
in  a  500  milliliter  volumetric  flask  and 
add  95  percent  ethanol  to  volume  and 
mix.  Dilute  10.0  milliliters  of  this  first 
solution  to  100.0  milliliters  with  95  per¬ 
cent  ethanol  and  mix  for  the  second  solu¬ 
tion.  Just  prior  to  use,  individually  dilute 
1.0,  2.0,  3.0,  4.0,  and  5.0  milliliter  aliquots 
of  the  second  solution  with  dissolution 
medium  to  50.0  milliliters.  These  solu¬ 


tions  are  equivalent  to  20,  40,  60,  80,  and 
100  percent  of  dissolution,  respectively, 
for  a  0.25  milligram  digoxin  tablet. 

(iii)  Extraction  solvent.  Prepare  a  sol¬ 
vent  containing  6  volumes  of  chloroform, 
analytical  reagent  grade,  with  1  volume 
of  n-propyl  alcohol,  analytical  reagent 
grade. 

<iv)  Ascorbic  acid-methanol  solution. 
Prepare  a  solution  containing  2  milli¬ 
grams  of  ascorbic  acid,  analytical  re¬ 
agent  grade,  per  1  milliliter  of  methanol, 
.absolute,  analytical  reagent  grade. 

(v)  Hydrochloric  acid,  concentrated 
reagent  grade. 

(vi)  Hydrogen  peroxide-methanol 
solution.  On  the  day  of  use,  dilute  2.0  mil¬ 
liliters  of  recently  assayed  30  percent 
hydrogen  peroxide,  reagent  grade,  with 
methanol,  absolute,  analytical  reagent 
grade  to  100.0  milliliters.  Store  in  a  re¬ 
frigerator.  Just  prior  to  use,  dilute  2.0 
milliliters  of  this  soluton  with  methanol 
to  100.0  milliliters. 

(3)  Procedure — (i)  Dissolution.  Place 
500  milliliters  of  dissolution  medium  in 
the  vessel,  immerse  it  in  the  constant- 
temperature  bath  set  at  37°C.±0.5°C., 
and  allow  the  dissolution  medium  to  as¬ 
sume  the  temperature  of  the  bath.  Posi¬ 
tion  the  shaft  so  that  there  is  a  distance 
of  2.5  centimeters  ±0.2  centimeter  be¬ 
tween  the  midpoint  of  the  bottom  of  the 
blade  and  the  bottom  of  the  vessel.  With 
the  stirrer  operating  at  a  speed  of  50 
rpm±2  rpm,  place  1  tablet  into  the  flask. 
After  60  minutes,  accurately  timed,  with¬ 
draw  25  milliliters,  using  a  glass  syringe 
connected  to  a  glass  sampling  tube,  of 
solution  from  a  point  midway  between 
the  stirring  shaft  and  the  wall  of  the 
vessel,  and  approximately  midway  in 
depth.  Filter  the  solution  promptly  af¬ 
ter  withdrawal,  using  a  suitable  mem¬ 
brane  filter  of  not  greater  than  0.8  mi¬ 
cron  porosity  (Millipore  AAWP  025  00,  or 
equivalent) ,  mounted  in  a  suitable  holder 
(Millipore  Swinnex  SXOO  025  00,  or 
equivalent),  discarding  the  first  100 
milliliters  of  filtrate.  This  is  the  test  so¬ 
lution.  Repeat  the  dissolution  procedure 
on  5  additional  tablets. 

(ii)  Extraction.  Transfer  10.0  millili¬ 
ters  of  each  of  the  six  filtrates,  10.0  milli¬ 
liters  of  each  of  the  five  standard  solu¬ 
tions,  and  10.0  milliliters  of  dissolution 
medium,  to  provide  a  blank,  in  separate 
60-millliter  separators.  Extract  each  so¬ 
lution  with  two  10-milliliter  portions  of 
extraction  solvent.  Combine  the  extracts 
of  each  solution  in  separate,  glass-stop¬ 
pered,  50-milliliter  conical  flasks,  and 
evaporate  on  a  steam  bath  with  the  aid 
of  a  stream  of  nitrogen  to  dryness,  rins¬ 
ing  the  sides  of  the  flasks  with  extraction 
solvent.  Take  care  to  ensure  that  all 
traces  of  solvent  are  removed,  but  avoid 
prolonged  heating.  For  convenience  the 
residues  may  be  stored  in  a  vacuum  des¬ 
iccator  overnight. 

(iii)  Measurement  of  fluorescence. 
Begin  with  the  standard  solutions,  and 
keep  all  flasks  in  the  same  sequence 
throughout,  so  that  the  elapsed  time 
from  addition  of  reagents  to  reading  of 
fluorescence  is  the  same  for  each.  Carry 
the  test  solutions,  standard  solutions, 
and  the  blank  through  the  determination 
in  one  group.  Add  the  following  three  re¬ 


agents  in  as  rapid  a  sequence  as  possible, 
swirling  after  each  addition,  treating  1 
flask  at  a  time,  in  the  order  named:  1.0 
milliliter  of  ascorbic  acid-methanol  solu¬ 
tion,  3.0  milliliters  of  concentrated 
hydrochloric  acid,  and  1.0  milliliter  of 
hydrogen  peroxide-methanol  solution. 
Insert  the  stoppers  in  the  flasks,  and 
after'  2  hours,  measure  the  fluorescence 
at  about  485  millimicrons,  using  excita¬ 
tion  at  about  372  millimicrons.  In  order 
to  provide  a  check  on  the  stability  of  the 
fluorometer,  reread  one  or  more  standard 
solutions.  Correct  each  reading  for  the 
blank  and  plot  a  standard  curve  of 
fluorescence  versus  percentage  dissolu¬ 
tion.  Determine  the  percentage  dissolu¬ 
tion  of  digoxin  in  the  test  solutions  by 
reading  from  the  standard  graph. 

(iv)  Digoxin  tablets  formulated  so  that 
the  quantity  of  digoxin  dissolved  at  one 
hour,  when  tested  by  the  method  in  The 
United  States  Pharmacopeia  (USP 
XVIII) ,  is  greater  than  95  percent  of  the 
assayed  amount  of  digoxin  and  so  that 
the  quantity  of  digoxin  dissolved  at  15 
minutes  is  greater  than  90  percent  of  the 
assayed  amount  of  digoxin  are  new  drugs 
which  may  be  marketed  only  with  an  ap¬ 
proved  full  new  drug  application  as  pro¬ 
vided  for  in  §  314.1  of  this  chapter.  The 
application  shall  include,  but  not  be  lim¬ 
ited  to,  clinical  studies  establishing  sig¬ 
nificantly  greater  bioavailability  than 
digoxin  tablets  meeting  compendial  re¬ 
quirements  and  dosage  recommendations 
based  on  clinical  studies  establishing  the 
safe  and  effective  use  of  the  bioavailable 
digoxin  product.  Marketing  of  these 
digoxin  products  will  be  allowed  only 
under  a  proprietary  or  trade  name,  es¬ 
tablished  name,  and  labeling  which  dif¬ 
fers  from  that  used  for  digoxin  tablets 
that  meet  all  of  the  requirements  in  The 
United  States  Pharmacopeia  (USP 
XVIII)  and  that  are  formulated  so  that 
either  (a)  the  quantity  of  digoxin  dis¬ 
solved  at  one  hour  is  not  more  than  95 
percent  of  the  assayed  amount  of  digoxin 
or  (b)  the  quantity  of  digoxin  dissolved 
at  15  minutes  is  not  more  than  90  per¬ 
cent  of  the  assayed  amount  of  digoxin. 
New  drug  applications  for  these  digoxin 
products  shall  be  submitted  to  the  Food 
and  Drug  Administration,  Bureau  of 
Drugs,  Office  of  Scientific  Evaluation 
(HFD-100) ,  5600  Fishers  Lane,  Rock¬ 
ville,  MD  20852. 

Note:  The  provisions  of  21  CFR  310.500 
(a)(1)  as  they  apply  to  the  submission  of 
abbreviated  new-drug  applications  are  stayed 
until  30  days  after  such  time  as  a  decision 
is  reached  regarding  revision  of  the  product 
labeling  set  forth  in  §  310.500(e).  See  39  FR 
9184,  Mar.  8,  1974. 

§  310.501  Oral  contraceptive  prepara¬ 
tions  ;  labeling  directed  to  the  patient. 

(a)  The  Food  and  Drug  Administra¬ 
tion  is  charged  with  assuring  both  physi¬ 
cians  and  patients  that  drugs  are  safe 
and  effective  for  their  intended  uses. 
The  full  disclosure  of  information  to 
physicians  concerning  such  things  as  the 
effectiveness,  contraindications,  warn¬ 
ings,  precautions  and  adverse  reactions 
is  an  important  element  in  the  discharge 
of  this  responsibility.  In  view  of  this,  the 
Administration  has  reviewed  the  oral 
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contraceptive  products,  taking  into  ac¬ 
count  the  following  factors:  The  prod¬ 
ucts  contain  potent  steroid  hormones 
which  affect  many  organ  systems;  they 
are  used  for  long  periods  of  time  by  large 
numbers  of  women  who,  for  the  most 
part,  are  healthy  and  take  them  as  a 
matter  of  choice  for  prophylaxis  against 
pregnancy,  in  full  knowledge  of  other 
means  of  contraception;  and  there  is  no 
present  assurance  that  persons  for  whom 
the  drugs  are  prescribed  or  dispensed  are 
uniformly  being  provided  the  necessary 
information  for  safe  and  effective  use 
of  the  drugs. 

(b)  In  view  of  the  foregoing,  it  is 
deemed  in  the  public  interest  to  present 
to  users  of  the  oral  contraceptives  a  brief 
notice  of  the  nature  of  the  drugs,  the 
fact  that  continued  medical  supervision 
is  needed  for  safe  and  effective  use,  that 
the  drugs  may  cause  side  effects  and  are 
contraindicated  in  some  cases,  that  the 
most  important  complication  is  abnor¬ 
mal  blood  clotting  which  can  have  a  fatal 
outcome,  that  the  physician  recognizes 
an  obligation  to  discuss  the  potential 
hazards  of  taking  the  drugs  with  the 
patient,  that  he  has  available  for  the 
patient  written  material  discussing  the 
effectiveness  and  the  hazards  of  the 
drugs,  and  that  users  of  the  oral  con¬ 
traceptives  should  notify  their  physi¬ 
cians  if  they  notice  any  unusual  physical 
disturbance  or  discomfort. 

(c)  The  Commissioner  agrees  that  the 
physician  is  the  proper  person  for  pro¬ 
viding  use  information  to  his  patients, 
and  these  regulations  will  provide  him 
a  balanced  discussion  of  the  effectiveness 
and  the  risks  attendant  upon  the  use  of 
oral  contraceptives  for  his  use  in  dis¬ 
cussing  the  drugs  with  his  patients. 

(d)  (1)  The  oral  contraceptives  are 
restricted  to  prescription  sale,  and  their 
labeling  1s  required  to  bear  information 
under  which  practitioners  licensed  to 
administer  the  drugs  can  use  them  safely 
and  for  the  purpose  for  which  they  are 
intended.  In  addition,  in  the  case  of  oral 
contraceptive  drugs,  the  Commissioner 
concludes  that  it  is  necessary  in  the  best 
interests  of  users  that  the  following 
printed  information  for  patients  be  in¬ 
cluded  in  or  with  the  package  dispensed 
to  the  patient: 

(Patient  Package  Information) 

Oral  Contraceptives 
(Birth  Control  Pills) 

Do  Not  Take  This  Drug  Without  Tour 
Doctor’s  Continued  Supervision. 

The  oral  contraceptives  are  powerful  and 
effective  drugs  which  can  cause  side  effects 
in  some  users  and  should  not  be  used  at  all 
by  some  women.  The  most  serious  known 
side  effect  Is  abnormal  blood  clotting  which 
can  be  fatal. 

Safe  use  of  this  drug  requires  a  careful 
discussion  with  your  doctor.  To  assist  him 
In  providing  you  with  the  necessary  Infor¬ 
mation,  - has  pre- 

( Firm  name) 

pared  a  booklet  (or  other  form)  written  In 
a  style  understandable  to  you  as  the  drug 
user.  This  provides  Information  on  the  effec¬ 
tiveness  and  known  hazards  of  the  drug  In¬ 
cluding  warnings,  side  effects  and  who 
should  not  use  It.  Tour  doctor  will  give  you 


this  booklet  (or  other  form)  If  you  ask  for 
It  and  he  can  answer  any  questions  you  may 
have  about  the  use  of  this  drug. 

Notify  your  doctor  If  you  notice  any  un¬ 
usual  physical  disturbance  or  discomfort. 

(2)  Providing  the  patient  package  in¬ 
formation  to  users  may  be  accomplished 
by  including  it  in  each  package  of  the 
type  intended  for  the  user  as  follows: 

(i)  If  such  package  Includes  additional 
printed  materials  for  the  patient  (e.g., 
dosage  schedules) ,  the  text  of  the  infor¬ 
mation  in  paragraph  (d)  (1)  of  this  sec¬ 
tion  shall  be  an  integral  part  of  the 
printed  material  and  be  in  boldface  type 
set  out  in  a  box,  preceding  all  other 
printed  text. 

(11)  If  such  package  does  not  include 
printed  material  for  the  patient,  the  text 
of  the  information  in  paragraph  (d)(1) 
of  this  section  shall  be  provided  as  a 
printed  leaflet  in  boldface  type. 

(ill)  Include  in  each  bulk  package  in¬ 
tended  for  multiple  dispensing,  a  suffi¬ 
cient  number  of  the  patient  package  in¬ 
formation  leaflet,  with  instructions  to 
the  pharmacist  to  include  one  with  each 
prescription  dispensed. 

(e)  Written,  printed,  or  graphic  mate¬ 
rials  on  the  use  of  a  drug  that  are  dis¬ 
seminated  by  or  on  behalf  of  the  manu¬ 
facturer,  packager,  or  distributor  and  are 
intended  to  be  made  available  to  the 
patient,  are  regarded  as  labeling.  The 
Commissioner  also  concludes  that  it  is 
necessary  that  information  in  lay  lan¬ 
guage,  concerning  effectiveness,  contra¬ 
indications,  warnings,  precautions, 
and  adverse  reactions  be  incorporated 
prominently  in  the  beginning  of  any  such 
materials,  and  that  such  labeling  must 
be  made  available  to  physicians  for  all 
patients  who  may  request  it.  Such  label¬ 
ing  shall  be  substantially  as  follows, 
based  on  the  approved  package  insert  for 
prescribes  of  the  oral  contraceptives, 
and  shall  included  the  following  points: 

(1)  A  statement  that  the  drug  should 
be  taken  only  under  continued  super¬ 
vision  of  physician. 

(2)  A  statement  regarding  the  effec¬ 
tiveness  of  the  product. 

(3)  A  warning  regarding  the  serious 
side  effects  with  special  attention’  to 
thromboembolic  disorders  and  stating 
the  estimated  morbidity  and  mortality 
in  uses  vs.  nonuses.  Other  serious  side 
effects  to  be  mentioned  include  mental 
depression,  edema,  rash,  and  jaundice. 
The  possibility  of  infertility  following 
discontinuation  of  the  drug  should  be 
mentioned. 

(4)  A  statement  of  contraindications. 

(5)  A  statement  of  the  need  for  spe¬ 
cial  supervision  of  some  patients  includ¬ 
ing  those  with  heart  or  kidney  disease, 
asthma,  high  hlood  pressure,  diabetes, 
epilepsy,  fibroids  of  the  uterus,  migrane, 
mental  depression  or  history  thereof. 

(6)  A  statement  of  the  most  frequent¬ 
ly  encountered  side  effects  such  as  spot¬ 
ting,  breast  changes,  weight  changes, 
skin  changes,  and  nausea  and  vomiting. 

(7)  A  statement  of  the  side  effects  fre¬ 
quently  reported  in  association  with  the 
use  of  oral  contraceptives,  but  not  proved 
to  be  directly  related  such  as  nervous¬ 
ness,  dizziness,  changes  in  appetite,  loss 


of  scalp  hair,  increase  in  body  hair,  and 
increased  or  decreased  libido. 

(8)  A  statement  regarding  metabolic 
effects  such  as  on  blood  sugar  and  cho¬ 
lesterol  setting  forth  our  current  lack 
of  knowledge  regarding  the  long  term 
significance  of  these  effects. 

(9)  Instructions  in  the  event  of  missed 
menstrual  periods. 

(10)  A  statement  cautioning  the  pa¬ 
tient  to  consult  her  physician  before 
resuming  the  use  of  the  drug  after  child¬ 
birth,  especially  if  she  intends  to  breast¬ 
feed  the  baby,  pointing  out  that  the  hor¬ 
mones  in  the  drug  are  known  to  appear 
in  the  milk  and  may  decrease  the  flow. 

(11)  A  statement  regarding  produc¬ 
tion  of  cancer  in  certain  animals.  This 
may  be  coupled  with  a  statement  that 
there  is  no  proof  of  such  effect  in  human 
beings. 

(12)  A  reminder  to  the  patient  to  re¬ 
port  promptly  to  her  physician  any  un¬ 
usual  change  in  her  general  physical 
condition  and  to  have  regular  examina¬ 
tions. 

Optionally,  the  booklet  may  also  contain 
factual  information  on  family  planning, 
the  usefulness  and  hazards  of  other 
available  methods  of  contraception,  and 
the  hazards  of  pregnancy.  This  mate¬ 
rial  shall  be  neither  false  nor  mislead¬ 
ing  in  any  particular  and  shall  follow  the 
material  presented  above. 

(f)  The  marketing  of  oral  contracep¬ 
tives  may  be  continued  if  all  the  follow¬ 
ing  conditions  are  met  within  90  days’ of 
the  date  of  publication  of  this  section 
in  the  Federal  Register. 

(1)  The  labeling  of  such  preparations 
shipped  within  the  jurisdiction  of  the 
Act  is  in  accord  with  paragraphs  (d)  (1) 
and  (2),  and  (e)  of  this  section. 

(2)  The  holder  of  an  approved  new- 
drug  application  for  such  preparation 
submits  a  supplement  to  his  new- drug 
application  under  the  provisions  of 
§  314.8(d)  of  this  chapter  to  provide  for 
labeling  as  described  in  paragraphs  (d) 
and  (e)  of  this  section.  Such  labeling 
may  be  put  into  use  without  advance 
approval  of  the  Food  and  Drug  Admin¬ 
istration. 

(g)  Existing  stocks  may  be  shipped 
without  the  package  insert  for  a  period 
of  90  days,  provided  the  labeling  book¬ 
let  is  prepared  and  disseminated  as 
promptly  as  possible. 

§  310.502  Certain  intrauterine  devices 
for  human  use  for  the  purpose  of 
contraception. 

(a)  The  Food  and  Drug  Administration 
has  become  aware  of  the  increased  clin¬ 
ical  use  for  the  purpose  of  contraception 
of  intrauterine  devices  that  incorporate 
heavy  metals,-  drugs,  or  other  active  sub¬ 
stances.  The  amount  of  local  irritation 
caused  by  such  active  materials  has  been 
reported  as  being  correlated,  in  animal 
studies,  to  the  efficacy  of  such  devices  in 
achieving  their  contraceptive  effect.  Sev¬ 
eral  investigators  have  reported  differ¬ 
ent  pregnancy  rates  which  appear  to  be 
dependent  on  the  type  of  metal  used 
and/or  the  amount  of  exposed  surface 
of  the  metal.  Drugs  have  been  incorpo¬ 
rated  with  otherwise  inert  intrauterine 
devices  to  increase  the  contraceptive  ef- 
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feet,  decrease  adverse  reactions,  or  pro¬ 
vide  increased  medical  acceptability. 

(b)  Intrauterine  devices  used  for  the 
purpose  of  contraception  and  incorpo¬ 
rating  heavy  metals,  drugs,  or  other 
active  substances  to  increase  the  contra¬ 
ceptive  effect,  to  decrease  adverse  re¬ 
actions,  or  to  provide  increased  medical 
acceptability,  are  not  generally  recog¬ 
nized  as  safe  and  effective  for  contracep¬ 
tion  and  are  new  drugs  within  the  mean¬ 
ing  of  section  201  (p)  of  the  Federal  Food, 
Drug,  and  Cosmetic  Act.  A  completed  and 
signed  “Notice  of  Claimed  Investigational 
Exemption  for  a  New  Drug”  (Form  FD- 
1571  set  forth  in  §  312.1(a)  (2)  of  this 
chapter)  must  therefore  be  submitted  to 
cover  clinical  investigations  to  obtain 
evidence  that  such  preparations  are  safe 
and  effective  for  this  use.  An  approved 
new  drug  application  is  required  for  the 
marketing  of  such  articles. 

(c)  Paragraphs  (a)  and  (b)  of  this 
section  do  not  apply  to  the  following: 

(1)  Intrauterine  devices  fabricated 
solely  from  inactive  materials  (e.g.,  in¬ 
active  plastics  or  metals) . 

(2)  Intrauterine  devices  with  sub¬ 
stances  added  to  improve  the  physical 
characteristics  if  such  substances  do  not 
contribute  to  contraception  through 
chemical  action  on  or  within  the  body 
and  are  not  dependent  upon  being 
metabolized  for  the  achievement  of  the 
contraceptive  purpose. 

(3)  Intrauterine  devices  that  contain 
a  component,  such  as  barium,  added  ex¬ 
clusively  for  the  purpose  of  visualization 
by  X-ray. 

§  310.503  Requirements  regarding  cer¬ 
tain  radioactive  drugs. 

(a)  On  January  8,  1963  (28  FR  183), 
the  Commissioner  of  Food  and  Drugs 
exempted  investigational  radioactive  new 
drugs  from  §  312.1  of  this  chapter  pro¬ 
vided  they  were  shipped  in  complete  con- 
ffirmity  with  the  regulations  issued  by 
the  Atomic  Energy  Commission.  This 
exemption  also  applied  to  investigational 
radioactive  biologies. 

(b)  It  is  the  opinion  of  the  Atomic 
Energy  Commission,  and  the  Food  and 
Drug  Administration  that  this  exemption 
should  not  apply  for  certain  specific 
drugs  and  that  these  drugs  should  be 
appropriately  labeled  for  uses  for  which 
safety  and  effectiveness  can  be  demon¬ 
strated  by  new-drug  applications  or 
through  licensing  by  the  Public  Health 
Service  in  the  case  of  biologies.  Contin¬ 
ued  distribution  under  the  investigational 
exemption  when  the  drugs  are  intended 
for  established  uses  will  not  be  permitted. 

(c)  Based  on  its  experience  in  regu¬ 
lating  investigational  radioactive  phar¬ 
maceuticals,  the  Atomic  Energy 
Commission  has  compiled  a  list  of  reac¬ 
tor-produced  isotopes  for  which  It 
considers  that  applicants  may  reasonably 
be  expected  to  •  submit  adequate  evi¬ 
dence  of  safety  and  effectiveness  for  use 
as  recommended  in  appropriate  labeling: 
such  use  may  include,  among  others,  the 
uses  in  this  tabulation : 


Isotope  Chemical  form  Use  Isotope  Chemical  form  Use 


Chromium  51...  Chromate. 


Do . 

Do . 

. do. 

Do.........  Labeled  human 

serum  albumin. 

Do . do . 

Do... . Labeled  red  blood 

cells. 

Cobalt  58  or  Labeled 

Cobalt  60.  cyanocobalamln. 

Gold  198 . Colloidal . 

Do _ do . . 


Do . do. 

Iodine  181 . Iodide. 


Do _ _ do. 

Do . .....do. 


Do . do. 


Spleen  scans. 

Placenta  localiza¬ 
tion. 

Red  blood  cell 
labeling  and 
survival  studies. 

Gastrointestinal 
protein  loss 
studies. 

Placenta 

localization. 

Do. 


Intestinal  ab¬ 
sorption 
studies. 

Liver  scans. 

Intracavitary 
treatment  of 
pleural  effusions 

,  and/or  ascites. 

Interstitial  treat¬ 
ment  of  cancer. 

Diagnosis  of 
thyroid 
functions. 

Thyroid  scans. 

Treatment  of  hy  - 
perthyroidism 
and/or  cardiac 
dysfunction. 

Treatment  of 
thyroid  car¬ 
cinoma. 


Do... . Iodinated  human  Blood  volume 

serum  albumin.  determinations. 

do . . .  Cisternography. 

do _ Brain  tumor 

localization. 

do _ Placenta 

localization. 

do _ Cardiac  scans  for 

determination  of 
pericardial 
effusions. 

Do _  Rose  Bengal _ Liver  function 

studies. 

Do - -  do _ Liver  scans, 

Do _ Iodopyracet,  Kidney 

sodium  function  studies 

lodohlppurate,  and  kidney 

.  sodium  scans, 

dlatrlzoate, 
diatrizoate 
methyl- 
glucamine, 
sodium 
dlprotrizoate, 
sodium 
acetrizoate, 
or  sodium 
lothalamate. 


Do . 

Do . 

Do . 

Do . 

Iodine  125 . 

Labeled  fats 
and/or  fatty 
acids. 

Cholografln _ 

M  acroaggregated 
iodinated 
human  serum 
albumin. 

Colloidal  micro- 
aggregated 
human  serum 
albumins 

Iodide _ 

Fat 

absorption 

studies. 

Cardiac  scans  for 
determination 
of  pericardial 
effusions. 

Lung  scans. 

Liver  scans. 

Do . . 

Iodinated  human 

rold  function. 
Blood  volume 

serum  albnmJo, 

determinations. 

Do . 

Rose  Bengal . 

Liver  function 

Do . 

Iodopyracet,  so- 

studies; 

Kidney  funotlon 

dium  iodohippu- 

studies. 

Do . 

rate,  sodium 
diatrizoate,  dla¬ 
trlzoate  methyl- 
glucamine,  so¬ 
dium  dlprotri¬ 
zoate,  sodium 
acetrizoate,  or 
sodium  lothala¬ 
mate. 

Labeled  fats  and/ 

Fat  absorption 

or  fatty  acids. 

studies. 

Iron  69 . 

Chloride,  citrate 

Iron  turnover 

* 

and/or  sulfate. 

studies. 

Krypton  85 . 

Gas . 

Diagnosis  of  car- 

dlac  abnormal¬ 
ities. 


Do . 

Do _ 

Do . 

Do . 


Mercury  197.... 
Do _ 

Chlormerodrln... 

..  Kidney  scans. 

Mercury  203  >... 

Phosphorus  32.. 

Soluble  phos- 

Treatment  of 

phate. 

polycythemia 

vera. 

Do . 

leukemia  and 

bone  metastasis. 

Do . 

Colloidal  chromic  Intracavitary 

phosphate. 

treatment  of 

pleural  effusions 

and/or  ascites. 

Do . 

_ do _ 

..  Interstitial  treat- 

ment  of  cancer. 

Potassium  42...  Chloride.. . Potassium  space 

studies. 

Selenium  75....  Labeled  methi-  Pancreas  scans, 

onine. 


Strontium  85...  Nitrate  or  chlo¬ 
ride. 


Bone  scans  on 
patients  with 
diagnosed  can¬ 
cer. 


Technetium 

99m. 

Do . 

Do . 

Do . 

Do . 

Pertechnetate . 

. do . . 

..  Sulfur  colloid _ 

..  Pertechnetate . 

Brain  scans. 

Thyroid  scans. 
Liver  and  spleen 
scans. 

Placenta  locali¬ 
zation. 

Do . 

scans! 

Do . 

..  Diethylenetria- 

Kidney  scans. 

mine  pentaacetio 

acid  (DTPA). 

Xenon  133 . 

..  Gas _ _ 

Diagnosis  of  cardla 

abnormalities. 
Cerebral  blood- 
flow  studies. 
Pulmonary 
function  studies. 
Muscle  blood- 
flow  studies. 


•  This  item  has  been  removed  from  the  AEC  list  for 
kidney  scans  but  is  included  as  the  requirements  of  this 
order  are  applicable. 

(d)  (1)  In  view  of  the  extent  of  ex¬ 
perience  with  the  isotopes  listed  in  para¬ 
graph  (c)  of  this  section,  the  Atomic 
Energy  Commission,  and  the  Food  and 
Drug  Administration  conclude  that  they 
should  not  be  distributed  under  investi¬ 
gational-use  labeling  when  they  are  ac¬ 
tually  intended  for  use  in  medical 
practice. 

(2)  It  is  further  concluded  that  man¬ 
ufacturers  or  distributors  interested  in 
continuing  to  ship  in  interstate  com¬ 
merce  drugs  containing  the  isotopes  listed 
in  paragraph  (c)  of  this  section  for  any 
of  the  indications  listed  should  submit, 
within  90  days  after  the  effective  date  of 
this  section,  to  the  Bureau  of  Drugs,  Food 
and  Drug  Administration,  5600  Fishers 
Lane,  Rockville,  MD  20852,  a  new-drug 
application  or  a  “Notice  of  Claimed  In¬ 
vestigational  Exemption  for  a  New  Drug” 
for  each  such  drug  for  which  the  manu¬ 
facturer  or  distributor  does  not  have  an 
approved  new-drug  application  pursuant 
to  section  505(b)  of  the  Federal  Food, 
Drug,  and  Cosmetic  Act.  Any  “Notice  of 
Claimed  Investigational  Exemption  for  a 
New  Drug”  should  be  submitted  in  ac¬ 
cordance  with  §  312.1  of  this  chapter,  and 
any  new-drug  application  should  be  sub¬ 
mitted  in  accordance  with  §  314.1  of  this 
chapter. 

(3)  If  the  drug  is  a  biologic,  a  “Notice 
of  Claimed  Investigational  Exemption  for 
a  New  Drug”  or  an  application  for  a  li¬ 
cense  under  section  351  of  the  Public 
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Health  Service  Act,  should  be  submitted 
to  the  Bureau  of  Biologies,  Pood  and 
Drug  Administration.  Any  “Notice  of 
Claimed  Investigational  Exemption  for  a 
New  Drug”  or  a  product  license  appli¬ 
cation  for  a  biologic  shall  be  submitted 
in  accordance  with  21  CFR  312.1  or  601. 

(4)  After  such  90-day  period,  the  iso¬ 
topes  listed  in  paragraph  (c)  of  this  sec¬ 
tion,  in  the  “chemical  form”  and 
intended  for  the  uses  stated,  will  no 
longer  be  exempt  from  §  312.1  of  this 
chapter. 

(e)  No  exemption  from  section  505  of 
the  act  or  from  §  312.1  of  this  chapter  is 
in  effect  or  has  been  in  effect  for  radio¬ 
active  drugs  prepared  from  accelerator- 
produced  radioisotopes,  naturally  occur¬ 
ring  isotopes,  or  nonradioactive  sub¬ 
stances  used  in  conjunction  with 
isotopes. 

§  310.504  Amphetamines  (ampheta¬ 
mine,  dextroamphetamine,  and  their 
salts  and  levamfetamine  and  its  salts) 
for  human  use. 

(a)  Amphetamine  and  dextroampheta¬ 
mine  and  their  salts.  (1)  Pursuant  to  the 
drug  efficacy  requirements  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act,  the  Na¬ 
tional  Academy  of  Sciences-National  Re¬ 
search  Council,  Drug  Efficacy  Study 
Group,  has  evaluated  certain  dosage 
forms  of  amphetamines  and  other  sym¬ 
pathomimetic  stimulant  drugs  intended 
for  use  in  the  treatment  of  obesity  and 
for  other  uses.  The  Academy  found  that 
such  drugs  as  a  class  have  been  shown  to 
have  a  generally  short-term  anorectic 
action.  They  further  commented  that 
clinical  opinion  on  the  contribution 
of  the  sympathomimetic  stimulants  in 
a  weight  reduction  program  varies 
widely,  the  anorectic  effect  of  these 
drugs  often  plateaus  or  diminishes 
after  a  few  weeks,  most  studies  of 
them  are  for  short  periods,  no  available 
evidence  shows  that  use  of  anorectic 
alters  the  natural  history  of  obesity,  some 
evidence  indicates  that  anorectic  effects 
may  be  strongly  influenced  by  the  sug¬ 
gestibility  of  the  patient,  and  reserva¬ 
tions  exist  about  the  adequacy  of  the 
controls  in  some  of  the  clinical  studies. 
Their  significant  potential  for  drug  abuse 
was  also  cited. 

(2)  In  addition  to  those  dosage  forms 
that  were  reviewed  for  efficacy  by  the 
Academy,  other  dosage  forms  of  amphet¬ 
amine  drugs  are  on  the  market  that 
were  not  cleared  through  the  new -drug 
procedures.  While  certain  amphetamines 
were  marketed  prior  to  enactment  of  the 
Federal  Food,  Drug,  and  Cosmetic  Act 
in  1938,  some  of  the  conditions  of  use 
subsequently  prescribed,  recommended, 
or  suggested  in  their  labeling  (for  ex¬ 
ample,  for  the  treatment  of  obesity)  dif¬ 
fer  from  uses  claimed  for  the  ampheta¬ 
mines  before  said  enactment.  Such  uses 
have  not  been  cleared  through  the  ef¬ 
fectiveness  provisions  of  the  Drug 
Amendments  of  1962  (Pub.  L.  87-781 
which  amended  the  Federal  Food,  Drug, 
and  Cosmetic  Act) .  These  drugs  are  very 
extensively  used  in  the  treatment  of 
obesity.  The  extent  of  use  for  such  pur¬ 


poses  as  narcolepsy  and  minimal  brain 
dysfunction  in  children  is  believed  to  be 
minor  as  compared  with  the  total  usage 
of  these  drugs.  Because  of  their  stimulant 
effect  on  the  central  nervous  system,  they 
have  a  potential  for  misuse  by  those  to 
whom  they  are  available  through  a  phy¬ 
sician’s  prescription,  and  their  abuse  by 
those  who  obtain  them  through  illicit 
channels  is  well  documented.  Production 
data  indicate  that  amphetamines  have 
been  produced  and  prescribed  in  quanti¬ 
ties  greatly  in  excess  of  demonstrated 
medical  needs. 

(3)  Pursuant  to  a  notice  published  in 
the  Federal  Register  of  August  8,  1970 
(35  FR  12652),  which  required  the  sub¬ 
mission  of  new  drug  applications  as  a 
condition  for  continued  marketing  of 
amphetamines,  106  new  drug  applica¬ 
tions  for  amphetamines  or  ampheta¬ 
mine-containing  drug  products  were 
received.  The  data  submitted  in  those 
applications,  and  data  obtained  from 
other  sources  concerning  anorectic 
drugs,  generally  supported  the  efficacy 
of  anorectic  drugs. 

(b)  On  the  basis  of  currently  available 
evidence  derived  from  short-term  studies, 
the  Commissioner  concludes  that  single 
drug  entity  oral  dosage  forms  of  amphet¬ 
amine  or  dextroamphetamine  are  ef¬ 
fective  in  the  management  of  exogenous 
obesity  as  a  short-term  (a  few  weeks) 
adjunct  in  a  regimen  of  weight  reduc¬ 
tion,  based  on  caloric  restrictions,  for 
patients  in  whom  obesity  is  refractory  to 
other  measures.  For  purposes  of  this 
regulation,  a  mixture  of  dextroampheta¬ 
mine  and  amphetamine  is  ordinarily  re¬ 
garded  as  a  single  drug  entity. 

(c)  The  Food  and  Drug  Administration 
is  not  aware  of  data  providing  substan¬ 
tial  evidence  of  the  effectiveness  of 
levamfetamine  and  its  salts  and  regards 
these  preparations  as  new  drugs  requir¬ 
ing  approval  full  new-drug  applications. 

(d)  In  view  of  the  well-documented 
history  of  abuse  of  parenteral  ampheta¬ 
mines  the  severe  risk  of  drug  dependence, 
and  the  availability  of  safer  alternative 
parenteral  drugs  which  are  equally 
effective  for  recognized  non-anorectic 
indications,  the  Food  and  Drug  Admini¬ 
stration  regards  parenteral  ampheta¬ 
mines  as  lacking  evidence  of  safety. 

(e)  Any  combination  drug  containing 
amphetamine  or  dextroamphetamine  is 
regarded  as  a  new  drug  requiring  an  ap¬ 
proved  full  new-drug  application  as  a 
condition  for  marketing.  Data  in  new- 
drug  applications  are  required  to  fulfill 
the  criteria  set  forth  in  §  3.86  of  this 
chapter  governing  fixed  combination 
prescription  drugs  for  humans. 

(f)  New  drug  applications  have  been 
received  from  persons  marketing  orally 
administered  single  entity  amphetamine 
or  dextroamphetamine  dosage  forms. 
Any  other  person  who  intends  to  market 
such  drug  is  required  to  submit  to  the 
Food  and  Drug  Administration  an  ab¬ 
breviated  new  drug  application  (§314.1 
(f )  of  this  chapter)  except  that  in  addi¬ 
tion,  the  application  shall  contain  full 
information  required  under  items  7  and 


8  (composition  and  methods,  facilities, 
and  controls)  of  the  new  drug  applica¬ 
tion  Form  FD-356H  (§  314.1(c)  of  this 
chapter) . 

(g)  The  labeling  conditions  for  single 
entity  oral  dosage  forms  of  ampheta¬ 
mine  and  dextroamphetamine  and  their 
salts  are  as  follows: 

(1)  The  label  shall  bear  the  statement 
“Caution:  Federal  law  prohibits  dis¬ 
pensing  without  prescription”. 

(2)  The  drug  shall  be  labeled  to  comply 
with  all  requirements  of  the  act  and  reg¬ 
ulations.  The  labeling  shall  bear  ade¬ 
quate  information  for  safe  and  effective 
use  of  the  drug.  The  indications  for  use 
are: 

Narcolepsy. 

Minimal  brain  dysfunction  In  children 
(hyperkinetic  behavior  disorders),  as  an  aid 
to  general  management. 

Management  of  exogenous  obesity  as  short¬ 
term  (a  few  weeks)  adjunct  In  a  regimen  of 
weight  reduction  based  on  caloric  restric¬ 
tion,  for  patients  in  whom  obesity  Is  refrac¬ 
tory  to  other  measures. 

(3)  Complete  labeling  guidelines  are 
available  from  the  Food  and  Drug  Ad¬ 
ministration. 

(h)  Regulatory  proceedings  will  be 
initiated  with  regard  to  any  such  drug 
within  the  jurisdiction  of  the  act  which 
is  not  in  accord  with  this  regulation. 

§  310.505  Conditions  for  use  of  metha¬ 
done. 

(a)  Definitions.  (1)  An  individual  is 
“drug  dependent”  when  his  addiction 
reaches  a  stage  where  a  daily  adminis¬ 
tration  of  heroin  or  other  morphine-like 
drugs  is  required  to  avoid  the  onset  of 
signs  of  withdrawal. 

(2)  “Detoxification  treatment”  using 
methadone  is  the  administering  or  dis¬ 
pensing  of  methadone  as  a  substitute 
narcotic  drug  in  decreasing  doses  to 
reach  a  drug  free  state  in  a  period  not 
to  exceed  21  days  in  order  to  withdraw 
an  individual  who  is  dependent  on  heroin 
or  other  morphine-like  drugs  from  the 
use  of  these  drugs. 

(3)  “Maintenance  treatment”  using 
methadone  is  the  continued  administer¬ 
ing  or  dispensing  of  methadone,  in  con¬ 
junction  with  provision  of  appropriate 
social  and  medical  services,  at  relatively 
stable  dosage  levels  for  a  period  in  excess 
of  21  days  as  an  oral  substitute  for  heroin 
or  other  morphine -like  drugs,  for  an  in¬ 
dividual  dependent  on  heroin.  An  even¬ 
tual  drug  free  state  is  the  treatment  goal 
for  patients  but  it  is  recognized  that  for 
some  patients  the  drug  may  be  needed 
for  long  periods  of  time. 

(4)  “State  authority”  means  the  State 
authority  designated  pursuant  to  section 
409  of  Public  Law  92-255,  the  Drug  Abuse 
Office  and  Treatment  Act  of  1972,  or  in 
lieu  thereof  any  other  State  authority 
designated  by  the  Governor  for  purposes 
of  exercising  the  authority  under  this 
section.  If  no  State  authority  is  so  desig¬ 
nated,  the  provisions  in  this  section  re¬ 
lating  to  approval  by  the  State  authority 
shall  be  inapplicable  with  respect  to  that 
State. 
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(b)  Organizational  structures  and  ap¬ 
proval  requirements—  (1)  Methadone 
treatment  program — (i)  Defined.  A 
methadone  treatment  program  is  defined 
as  a  person  or  organization  furnishing 
a  comprehensive  range  of  services  using 
methadone  for  the  detoxification  and/or 
maintenance  treatment  of  narcotic  ad¬ 
dicts,  conducting  initial  evaluation  of  pa¬ 
tients  and  providing  ongoing  treatment 
at  a  specified  location  or  locations.  If 
there  is  a  centralized  organizational 
structure,  consisting  of  a  primary  facility 
and  other  outpatient  facilities,  all  of 
which  conduct  initial  evaluation  of  pa¬ 
tients  and  administer  or  dispense  medi¬ 
cation,  both  the  primary  facility  and 
each  outpatient  facility  shall  be  con¬ 
sidered  a  separate  program,  even  though 
some  services  may  be  shared  (e.g.  the 
same  hospital  or  rehabilitative  services) . 

(ii)  Services.  A  methadone  treatment 
program,  in  addition  to  providing  medi¬ 
cation  and/or  evaluation,  shall  provide, 
as  a  minimum,  counseling,  rehabilitative, 
and  other  social  services  (e.g.  vocational 
and  educational  guidance,  employment 
placement) ,  which  will  help  the  patient 
become  a  well  functioning  member  of 
society.  These  services  should  normally 
be  made  available  at  the  primary  out¬ 
patient  facility,  but  the  program  sponsor 
is  permitted  to  enter  into  a  formal,  docu¬ 
mented  agreement  with  private  or  public 
agencies,  organizations  or  institutions 
for  these  services  if  they  are  available 
elsewhere.  Evidence  will  be  required  to 
demonstrate  that  the  services  are  fully 
available  and  are  being  utilized. 

(iii)  Hospital  affiliation.  If  a  program 
is  not  physically  located  within  a  hos¬ 
pital  which  has  agreed  to  provide  any 
needed  medical  care  for  drug  related 
problems  for  the  program’s  patients, 
there  shall  be  a  formal,  documented 
agreement  between  the  program  sponsor 
and  a  responsible  hospital,  official  dem¬ 
onstrating  that  hospital  care,  both  in¬ 
patient  and  outpatient,  is  fully  available 
to  any  patient  who  may  need  it  for  such 
problems.  It  is  suggested  that  the  pro¬ 
gram  sponsor  enter  into  an  agreement 
with  the  hospital  official  to  provide  gen¬ 
eral  medical  care  for  patients.  Neither 
the  program  sponsor  nor  the  hospital  are 
required  to  assume  financial  responsi¬ 
bility  for  the  patient’s  medical  care. 

(iv)  Private  practitioners.  A  private 
practitioner  constitutes  a  separate  pro¬ 
gram  if  he  conducts  initial  evaluation  of 
patients,  administers  and  dispenses  med¬ 
ication,  provides  a  comprehensive  range 
of  services,  and  otherwise  meets  all  of  the 
requirements  for  a  program  established 
in  this  section.  A  private  practitioner 
who  qualifies  and  is  approved  as  a  pro¬ 
gram  is  permitted  to  serve  as  many  pa¬ 
tients  as  he  desires,  but  will  be  required 
to  meet  all  the  requirements  of  this  reg¬ 
ulation,  including  staffing  requirements, 
unless  permission  is  granted  by  the  Food 
and  Drug  Administration  and  the  State 
authority  for  exemption  from  or  revision 
of  these  requirements. 

(v)  Program  approval.  In  order  law¬ 
fully  to  operate  a  methadone  treatment 
program,  each  separate  program, 
whether  an  out-patient  facility  or  a  pri¬ 


vate  practitioner,  shall  submit  the  ap¬ 
plications  specified  in  this  section  simul¬ 
taneously  to  the  Food  and  Drug  Admin¬ 
istration  and  the  State  authority  and 
shall  receive  the  approval  of  both,  except 
as  provided  for  in  paragraph  (h)  (5)  of 
this  section.  Before  granting  approval  the 
Food  and  Drug  Administration  will 
first  consult  with  the  Drug  Enfoi’cement 
Administration,  Department  of  Justice, 
to  determine  compliance  with  Federal 
controlled  substances  laws.  Each  physi¬ 
cal  location  within  any  program  shall  be 
identified  and  listed  in  the  approval  ap¬ 
plication.  At  the  time  of  application  for 
approval  the  program  sponsor  shall  indi¬ 
cate  whether  medication  will  be  admin¬ 
istered  or  dispensed  at  the  facility.  If 
medication  is  to  be  administered  or  dis¬ 
pensed  at  a  location  not  previously  used 
for  this  purpose,  prior  approval  from 
both  agencies  shall  be  obtained.  If  a  fa¬ 
cility  in  which  medication  is  admin¬ 
istered  or  dispensed  is  deleted  by  a  pro¬ 
gram  the  Food  and  Drug  Administration 
and  the  State  authority  shall  be  notified 
within  3  weeks.  Addition  or  deletion  of 
facilities  which  provides  services  other 
than  administering  or  dispensing  medi¬ 
cation  is  permitted  with  notification 
within  3  weeks  to  the  Food  and  Drug 
Administration  and  the  State  authority. 

(2)  Methadone  treatment  medication 
unit — (i)  Defined.  A  methadone  treat¬ 
ment  “medication  unit”  is  a  facility,  es¬ 
tablished  by  a  program  sponsor  as  part 
of  his  program,  from  which  licensed  pri¬ 
vate  practitioners  and  community  phar¬ 
macists  are  permitted  to  administer  and 
dispense  methadone.  These  medication 
units  may  also  collect  urine  for  mine 
testing  for  narcotic  drugs.  Any  such 
facility  shall  be  geographically  dispersed 
from  the  primary  facility  and  other  med¬ 
ication  units  that  have  been  established. 
The  enrollment  in  a  medication  unit  shall 
be  of  reasonable  size  in  relation  to  the 
space  available  for  treatment  and  the 
size  of  the  staff  at  the  facility,  and  may 
not  exceed  30  patients. 

(ii)  Referral.  The  patient  shall  be  sta¬ 
bilized  at  his  optimal  dosage  level  before 
he  may  be  referred  to  a  medication  unit. 
Since  the  medication  unit  will  not  pro¬ 
vide  a  range  of  services,  the  program 
sponsor  shall  determine  that  the  patient 
to  be  referred  is  not  in  need  of  frequent 
counseling,  rehabilitative,  and  other 
services  which  are  only  available  at  the 
primary  program  facility.  A  patient  may 
not  be  referred  to  a  medication  unit  be¬ 
fore  he  has  demonstrated  progress  to¬ 
wards  rehabilitation.  The  nature  of  this 
progress  shall  be  entered  in  the  patient’s 
record. 

(iii)  Responsibility  for  patient.  After 
a  patient  is  referred  to  a  medication  unit, 
the  program  sponsor  retains  continuing 
responsibility  for  the  patient’s  care.  The 
program  sponsor  is  responsible  for  as¬ 
suring  that  the  patient  reports  weekly  for 
urinalysis  at  either  the  primary  facility 
or  the  medication  unit  and  receives 
needed  medical  and  social  services  at 
least  monthly  at  the  primary  facility. 

(iv)  Services.  Medication  units  are 
limited  to  the  administering  or  dispens¬ 
ing  of  medication  and  the  collection  of 


urine  for  urine  testing,  following  the  pro¬ 
cedures  outlined  in  paragraph  (d)  (6)  (ii) 
of  this  section.  If  a  private  practitioner 
wishes  to  provide  other  services  in  addi¬ 
tion  to  administering  or  dispensing 
medication  and  collecting  urine  samples, 
he  shall  be  considered  a  program  and 
shall  be  required  to  submit  an  applica¬ 
tion  for  separate  approval. 

(v)  Medication  unit  approval.  In  or¬ 
der  lawfully  to  operate  a  medication  unit, 
the  program  shall  obtain  approval  for 
each  separate  unit  from  both  the  Food 
and  Drug  Administration  and  the  State 
authority,  except  as  provided  for  in  para¬ 
graph  (h)  (5)  of  this  section.  Approval 
will  be  based  on  the  distribution  of  these 
units  within  a  particular  geographic 
area.  Any  new  medication  unit  shall  re¬ 
ceive  such  approval  before  commencing 
operation. 

(vi)  Revocation  of  approval.  If  the 
primary  program’s  approval  is  revoked 
by  the  Food  and  Drug  Administration 
the  approval  for  the  medication  unit  is 
automatically  revoked.  If  a  particular 
medication  unit’s  approval  is  revoked,  the 
approval  of  the  primary  program  will 
remain  in  effect  unless  it  is  also  revoked. 

(vii)  Methadone  supply.  The  medica¬ 
tion  unit  will  receive  its  supply  of  the 
drug  directly  from  the  stocks  of  the 
primary  facility.  Only  persons  permitted 
to  administer  or  dispense  the  drug  or 
security  personnel  licensed  or  otherwise 
authorized  by  State  law  may  deliver  the 
drug  to  a  medication  unit. 

(3)  Organizational  structure;  central 
administration,  (i)  The  program  sponsor 
shall  submit  to  the  Food  and  Drug  Ad¬ 
ministration  and  the  State  authority  a 
description  of  the  organizational  struc¬ 
ture  of  the  program  applying  for  ap¬ 
proval,  listing  the  name  of  the  person 
responsible  for  the  particular  program, 
the  address,  and  the  responsibilities  of 
each  facility  or  medication  unit.  The 
sources  of  funding  for  each  program  shall 
be  listed  and  the  name  and  address  of 
each  governmental  agency  providing 
funding  shall  be  stated. 

(ii)  Where  two  or  more  programs 
share  a  central  administration  (e.g.,  a 
city  or  state-wide  organization),  the  per¬ 
son  responsible  for  the  organization  (Ad¬ 
ministrator)  shall  be  listed  as  program 
sponsor  for  each  separate  program  par¬ 
ticipating.  An  individual  program  shall 
indicate  its  participation  in  the  central 
organization  at  the  time  of  its  applica¬ 
tion.  The  Administrator  is  permitted  to 
fulfill  all  recordkeeping  and  reporting  re¬ 
quirements  for  these  programs,  but  it  is 
emphasized  that  the  programs  will  con¬ 
tinue  to  receive  separate  approval. 

(iii)  One  individual  is  permitted  to  as¬ 
sume  primary  medical  responsibility  for 
more  than  one  program  and  be  listed  as 
medical  director.  If  an  individual  assumes 
medical  responsibility  for  more  than  one 
program,  the  feasibility  of  such  an  ar¬ 
rangement  shall  be  documented  and 
attached  to  the  application. 

(4)  Prohibition  against  unapproved 
use  of  methadone.  No  individual,  practi¬ 
tioner,  organization,  or  legal  entity,  may 
prescribe,  administer,  or  dispense  metha¬ 
done  without  prior  approval  by  the  Food 
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and  Drug  Administration  and  tile  State  shall  be  listed,  even  if  they  are  not  at  done  are  clearly  and  adequately  explained 
authority,  except  as  provided  for  in  para-  present  responsible  for  administering  or  to  the  patient  and  that  all  patients  (in¬ 
graph  (h)  (5)  of  fchis  section,  unless  dispensing  the  drug.  eluding  those  under  age  18)  sign,  with 

specifically  exempted  by  this  section.  (iii)  Form  FD-2634  “Annual  Report  full  knowledge  and  understanding  of 

(c)  Conditions  for  approval  of  the  use  for  Treatment  Program  Using  Metha-  its  contents,  the  first  part  of  Form  FD- 
o/  methadone  in  a  treatment  program —  done.”  This  form,  set  forth  in  paragraph  2635  “Consent  for  Methadone  Treat- 

(1)  Applicants.  An  individual  listed  as  (k)  (3)  of  this  section,  shall  be  completed  ment”  set  forth  in  paragraph  (k)  (4)  of 
program  sponsor  for  a  treatment  pro-  and  signed  by  the  program  sponsor  for  this  section  and  the  parents  or  guardians 
gram  using  methadone  need  not  person-  every  program  over  which  he  has  respan-  of  patients  under  age  18  sign  the  second 
ally  be  a  licensed  practitioner  but  shall  sibility  for  each  calendar  year  of  opera-  part  of  that  form. 

employ  a  licensed  physician  for  the  posi-  tion.  It  shall  be  submitted  in  triplicate  to  (ii)  Physiologic  addiction  standards; 
tion  of  medical  director.  Persons  respon-  the  Food  and  Drug  Administration  and  records.  The  mere  use  of  a  narcotic  drug, 
sible  for  administering  or  dispensing  the  State  authority  on  or  before  Janu-  even  if  periodic  or  intermittent,  cannot 
the  medication  shall  be  practitioners  as  ary  30  of  each  year.  be  equated  with  narcotic  addiction.  Care 

defined  by  section  102(20)  of  the  Con-  (5)  State  and  Federal  approval  of  shall  be  exercised  in  the  selection  of  pa¬ 
trolled  Substances  Act  (21  UJS.C.  802  treatment  programs.  Treatment  pro-  tients  to  prevent  the  possibility  of  ad- 
(20) )  licensed  to  practice  by  the  State  in  grams  using  methadone  shall  have  been  mitting  a  person  who  was  not  first  de- 
which  the  program  is  to  be  established,  reviewed  by  the  State  authority  and  pendent  upon  heroin  or  other  morphine- 

(2)  Assent  to  regulation.  A  person  must  conform  to  all  State  requirements  like  drugs  at  least  2  years  prior  to 

who  sponsors  a  methadone  treatment  for  conducting  a  methadone  treatment  admission  to  maintenance  treatment, 
program,  and  any  person  responsible  for  program.  The  Food  and  Drug  Adminis-  This  drug  history  and  evidence  of  cur- 
a  particular  program,  shall  agree  to  ad-  tration  must  have  received  notification  rent  physiologic  dependence  on  mor- 
here  to  all  the  rules,  directives,  and  pro-  of  the  program’s  approval  by  the  State  phine-like  drugs  shall  be  documented, 
cedures,  set  forth  in  this  regulation,  and  agency.  Only  after  the  State  authority  Evidence  of  physical  dependence  should 
any  regulation  regarding  the  use  of  has  given  its  approval  will  th»  Food  and  be  obtained  by  noting  early  signs  of  with- 
methadone  which  may  be  promulgated  Drug  Administration  grant  approval  to  drawal  (lacrimation,  rhinorrhea,  pupil- 
in  the  future.  The  program  sponsor,  and  a  program.  The  Food  and  Drug  Ad-  lary  dilation,  and  piloerection)  during 
person  responsible  for  a  particular  pro-  ministration  will  also  revoke  approval  the  initial  period  of  abstinence.  With- 
gram,  shall  agree  to  assume  responsibil-  when  recommended  by  the  State  au-  drawal  signs  may  be  observed  during  an 
ity  for  any  practitioners,  employees,  thority.  If  State  approval  of  a  pro-  initial  period  of  hospitalization  or  while 
agents,  or  other  individuals  providing  gram  is  denied  or  revoked  the  pro-  the  individual  is  an  outpatient  under¬ 
services,  who  work  in  their  programs  at  gram  shall  have  a  right  of  appeal  to  the  going  diagnostic  evaluation  (e.g.,  med- 
the  primary  facility  or  at  other  facilities  Commissioner,  as  provided  for  in  para-  ical  and  personal  history,  physical  exami- 
or  medication  units.  The  responsible  per-  graph  (h)(5)  of  this  section.  Prior  to  nation,  and  laboratory  studies).  Loss  of 
sons  shall  agree  to  inform  these  people  granting  or  withholding  approval,  the  appetite  and  increased  body  tempera- 
of  the  provisions  of  this  regulation  and  Food  and  Drug  Administration  will  con-  ture,  pulse  rate,  blood  pressure,  and  res- 
to  monitor  their  activities  to  assure  com-  suit  with  the  Drug  Enforcement  Admin-  piratory  rate  are  also  signs  of  with- 
pliance  with  the  provisions.  The  Food  istration.  Department  of  Justice,  to  de-  drawal,  but  their  detection  may  require 
and  Drug  Administration  and  the  State  termine  the  applicant’s  compliance  with  inpatient  observation.  It  is  unlikely  that 
authority  shall  be  notified  within  3  Federal  controlled  substances  laws.  No  an  individual  would  be  currently  depend - 
weeks  of  any  replacement  of  the  program  shipment  of  methadone  may  lawfully  be  ent  on  narcotic  drugs  without  having  a 
sponsor  or  medical  director.  Activities  made  to  any  program  which  has  not  positive  urine  test  for  one  or  more  of 
in  violation  of  this  regulation  may  give  received  approval  from  the  Food  and  these  drugs.  Additional  evidence  can  be 
rise  to  the  sanctions  set  forth  in  para-  Drug  Administration.  The  program  spon-  obtained  by  noting  the  presence  of  old 
graph  (i)  of  this  section.  sor  will  receive  notification  of  approval  and  fresh  needle  marks,  and  by  obtain- 

(3)  Facilities.  To  obtain  program  ap-  or  denial  or  a  request  for  additional  in-  ing  additional  history  from  relatives  and 
proval,  the  applicant  shall  demonstrate  formation,  when  necessary,  within  60  friends. 

that  he  will  have  access  to  adequate  phys-  days  after  receipt  of  the  application  by  (iii)  Exceptions  to  physiologic  addic- 
ical  facilities  to  provide  all  necessary  the  Food  and  Drug  Administration.  tion  standards;  justification.  An  excep- 

services.  The  physical  facilities  should  be  (d)  Requirements  for  operation  of  tion  to  the  requirement  for  evidence  of 
sufficiently  spacious  and  well  maintained  methadone  treatment  program — (1)  De-  current  physiologic  dependence  on  nar- 
to  provide  appropriate  conditions  for  scription  of  facilities.  A  program  shall  cotic  drugs  will  be  allowed  only  under 
conducting  individual  and/or  group  have  ready  access  to  a  comprehensive  exceptional  circumstances.  For  example, 
counseling.  range  of  medical  and  rehabilitative  serv-  maintenance  treatment  may  be  indicated 

(4)  Submission  of  proper  applications,  ices.  The  name,  address,  and  descrip-  prior  to  or  within  1  week  of  release  from 

The  following  applications  shall  be  filed  tion  of  each  hospital,  institution,  clinical  a  stay  of  1  month  or  longer  in  a  penal  or 
simultaneously  with  both  the  Food  and  laboratory,  or  other  facility  available  to  chronic  care  institution,  if  an  individual 
Drug  Administration  and  the  State  provide  the  necessary  services  shall  be  has  a  predetention  history  of  dependence 
authority.  given  to  the  Food  and  Drug  Adminis-  upon  heroin  or  other  morphine-like 

(i)  Form  FD-2632  “Application  for  tration  and  the  State  authority.  This  list-  drugs  at  least  2  years  prior  to  admission 

Approval  of  Use  of  Methadone  in  a  ing  shall  include  the  name  and  address  to  the  institution.  Justification  for  any 
Treatment  Program.”  This  form,  set  of  each  medication  unit.  such  exception  shall  be  noted  in  the  pa- 

forth  in  paragraph  (k)  (1)  of  this  sec-  (2)  Approximate  number  of  patients  tient’s  record. 

tion,  shall  be  completed  and  signed  by  to  be  treated.  The  program  sponsor  shall  <iv)  Special  limitations;  treatment  of 
the  program  sponsor  and  submitted  in  submit  to  the  Food  and  Drug  Adminis-  patients  under  age  18.  (a)  The  safety  and 
triplicate  to  the  Food  and  Drug  Admin-  tration  and  the  State  authority  an  ap-  effectiveness  of  methadone  when  used  in 
istration  and  the  State  authority.  proximation  of  the  number  of  patients  the  treatment  of  adolescents  has  not  been 

(ii)  Form  FD-2633  “Medical  Respon-  wrho  will  be  treated,  based  on  past  history,  proven  by  adequate  clinical  study.  Spe- 
sibility  Statement  for  Use  of  Methadone  addict  population  in  the  area,  treatment  cial  procedures  are  therefore  necessary  to 
in  a  Treatment  Program.”  This  form,  set  capacity,  or  other  relevant  information,  assure  that  patients  under  age  16  will  not 
forth  in  paragraph  (k)  (2)  of  this  section,  (3)  Minimum  admission  standards —  be  admitted  to  a  program  and  that  pa- 
shall  be  completed  and  signed  by  each  (i)  Voluntary  participation;  consent  tients  between  16  and  18  years  of  age  be 
licensed  physician  authorized  to  admin-  form.  Each  patient  shall  be  fully  in-  admitted  to  maintenance  treatment  only 
ister  or  dispense  methadone  and  sub-  formed  concerning  the  possible  risk  as-  under  limited  conditions. 

mitted  in  triplicate  to  the  Food  and  sociated  with  the  use  of  methadone.  (b)  Patients  between  16  and  18  years 
Drug  Administration  and  the  State  au-  Participation  in  any  program  shall  be  of  age  who  are  enrolled  and  under  treat- 
thorlty.  The  names  of  any  other  persons  voluntary.  The  person  responsible  for  the  ment  in  approved  programs  on  the  date 
licensed  by  law  to  administer  or  dispense  program  shall  insure  that  all  the  rele-  of  publication  of  this  regulation  may  con- 
narcotic  drugs  working  in  the  program  vant  facts  concerning  the  use  of  metha-  tinue  in  maintenance  treatment.  No  new 
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patients  between  16  and  18  years  of  age 
may  be  admitted  to  a  maintenance  treat¬ 
ment  program  after  the  date  of  publica¬ 
tion  of  this  regulation  unless  a  parent, 
legal  guardian,  or  responsible  adult  des¬ 
ignated  by  the  State  authority  completes 
and  signs  Form  FD-2635  “Consent  to 
Methadone  Treatment,”  set  forth  in 
paragraph  (k)  (4)  of  this  section.  Metha¬ 
done  treatment  of  new  patients  between 
the  ages  of  16  and  18  years  will  be  per¬ 
mitted  after  December  15,  1972,  only 
with  a  documented  history  of  two  or 
more  unsuccessful  attempts  at  detoxifi¬ 
cation.  and  a  documented  history  of  de¬ 
pendence  on  heroin  or  other  morphine¬ 
like  drugs  beginning  2  years  or  more  prior 
to  application  for  treatment.  No  patient 
under  age  16  may  be  continued  or  started 
on  methadone  treatment  after  Decem¬ 
ber  15,  1972,  but  these  patients  may  be 
detoxified  and  retained  in  the  program 
in  a  drug  free  state  for  follow-up  and 
after  care. 

(c)  Patients  .under  age  18  who  are  not 
placed  in  maintenance  treatment  may  be 
detoxified.  Detoxification  may  not  exceed 
3  weeks.  A  repeat  episode  of  detoxifica¬ 
tion  may  not  be  initiated  until  4  weeks 
after  the  completion  of  the  previous 
detoxification. 

(v)  Denial  of  admission.  If  in  the  pro¬ 
fessional  judgment  of  the  medical  direc¬ 
tor  a  particular  patient  would  not  benefit 
from  methadone  treatment,  he  may  be 
refused  such  treatment  even  if  he  meets 
the  admission  standards. 

(vi)  Patient  evaluation ;  admission  rec¬ 
ord.  An  admission  evaluation  and  record 
shall  be  made  and  maintained  for  each 
patient  upon  admission  to  the  program. 
This  evaluation  and  record  shall  consist 
of  a  personal  history,  a  medical  history, 
a  physical  examination,  and  any  labora¬ 
tory  or  other  special  examinations  indi¬ 
cated  in  the  judgment  of  the  attending 
physician.  It  is  recommended  that  a 
complete  blood  count,  liver  function 
tests,  and  a  serologic  test  for  lues  be 
part  of  the  admission  evaluation. 

(a)  Personal  history.  A  personal  his¬ 
tory  record  will  be  completed  for  each 
patient  accepted  for  admission  and  will 
include  at  least  age,  sex,  educational 
level,  employment  history,  criminal  his¬ 
tory,  past  history  of  drug  abuse  of  all 
types  and  prior  treatment  for  drug  abuse. 

(b)  Medical  history.  A  thorough  med¬ 
ical  history  record  will  be  completed  for 
each  patient  accepted  for  admission. 

(c)  Physical  examination.  The  findings 
of  a  comprehensive  physical  examina¬ 
tion  will  be  recorded. 

(4)  Staffing  requirements.  As  a  mini¬ 
mum  standard  for  the  staffing  of  a  treat¬ 
ment  program  there  shall  be  the  equiva¬ 
lent  of  one  full-time  physician  licensed 
by  and  registered  by  State  or  Federal  law 
to  order,  dispense,  and  administer  meth¬ 
adone,  two  nurses  (registered  nurse  or 
licensed  practical  nurse) ,  and  four  coun¬ 
selors,  for  every  300  patients  receiving 
maintenance  treatment.  The  staffing 
pattern  may  be  varied  to  fit  the  opera¬ 
tional  pattern  and  population  character¬ 
istics  of  the  program,  but  there  shall 
always  be  at  least  one  medical  or  osteo¬ 
pathic  physician  available  for  initial 


medical  evaluation  and  follow-up  care 
and  to  supervise  the  patient  medication 
schedules  for  each  300  patients.  This 
staffing  pattern  is  not  the  recommended 
pattern,  but  the  minimum  staffing  pat- 
em  acceptable. 

(5)  Access  to  a  range  of  services.  A 
treatment  program  shall  provide  a  com¬ 
prehensive  range  of  medical  and  rehabil¬ 
itative  services  to  its  patients.  These 
services  normally  should  be  provided  at 
the  primary  facility,  but  the  program 
sponsor  may  enter  into  formally  docu¬ 
mented  agreements  with  other  public  or 
private  agencies,  institutions,  or  orga¬ 
nizations  to  render  these  services.  Such 
facilities  must  be  located  so  as  to  provide 
ease  of  access  to  the  patient.  Any  service 
not  furnished  at  the  primary  facility 
shall  be  listed,  and  the  agreements  to 
furnish  those  services  shall  be  docu¬ 
mented,  when  application  for  approval  is 
submitted  to  the  Food  and  Drug  Admin¬ 
istration  and  the  State  authority.  Modifi¬ 
cation  of  the  services  shall  be  submitted 
in  triplicate  to  the  Food  and  Drug  Ad¬ 
ministration  as  services  are  added  or 
deleted. 

(6)  Minimum  procedures  for  ongoing 
care — (i)  Dosage  and  administration  re¬ 
quirements — (a)  Form;  packaging.  The 
methadone  shall  be  administered  or  dis¬ 
pensed  in  oral  form  only  when  used  in 
a  treatment  program.  Hospitalized  pa¬ 
tients  under  care  for  a  medical  or  surgical 
condition  are  permitted  to  receive 
methadone  in  parenteral  form,  when  in 
the  attending  physican’s  professional 
judgment  it  is  deemed  advisable.  Al¬ 
though  tablet,  syrup  concentrate,  or 
other  formulations  are  permitted  to  be 
distributed  to  the  program,  all  oral  med¬ 
ication  shall  be  administered  or  dis¬ 
pensed  in  a  liquid  formulation.  The  dos¬ 
age  will  be  formulated  in  such  a  way  as 
to  reduce  its  potential  for  parenteral 
abuse  and  accidental  ingestion  and  pack¬ 
aged  for  outpatient  use  in  special  pack¬ 
aging  as  required  by  16  CFR  1700.14. 
Any  take-out  medication  shall  be 
labeled  with  the  treatment  center’s  name, 
address  and  telephone  number.  Excep¬ 
tions  may  be  granted  when  any  of  the 
provisions  of  this  subsection  are  in  con¬ 
flict  with  State  law  with  regard  to  the 
administering  or  dispensing  of  drugs. 

(b)  Detoxification  treatment.  In  de¬ 
toxification  the  patient  may  be  placed  on 
a  substitutive  methadone  administration 
schedule  when  there  are  significant 
symptoms  of  withdrawal.  The  dosage 
schedules  indicated  below  are  recom¬ 
mended  but  could  be  varied  depending 
upon  clinical  judgment.  Initially,  a  single 
oral  dose  of  15-20  milligrams  of  metha¬ 
done  will  often  be  sufficient  to  suppress 
withdrawal  symptoms.  Additional  meth¬ 
adone  may  be  provided  if  withdrawal 
symptoms  are  not  suppressed  or  when¬ 
ever  symptoms  reappear.  When  patients 
are  physically  dependent  on  high  doses 
of  methadone,  it  may  be  necessary  to  ex¬ 
ceed  these  levels.  Forty  milligrams  per 
day  in  single  or  divided  doses  will  usually 
constitute  an  adequate  stabilizing  dose 
level.  Stabilization  can  be  continued  2 
to  3  days  and  then  the  amount  of  meth¬ 
adone  will  normally  be  gradually  de¬ 


creased.  The  rate  at  which  methadone  is 
decreased  will  be  determined  separately 
for  each  patient.  The  dose  of  methadone 
can  be  decreased  on  a  daily  basis  or  in 
2-day  intervals,  but  the  amount  of  intake 
shall  always  be  sufficient  to  keep  with¬ 
drawal  symptoms  at  a  tolerable  level.  In 
hospitalized  patients  a  daily  reduction  of 
20  percent  of  the  total  daily  dose  usually 
will  be  tolerated  and  will  cause  little  dis¬ 
comfort.  In  ambulatory  patients,  a  some¬ 
what  slower  schedule  may  be  needed.  If 
methadone  is  administere'd  for  more  than 

3  weeks,  the  procedure  is  considered  to 
have  progressed  from  detoxification  or 
treatment  of  the  acute  withdrawal  syn¬ 
drome  to  maintenance  treatment,  even 
though  the  goal  and  intent  may  be  even¬ 
tual  total  withdrawal. 

(c)  Maintenance  treatment;  special 
considerations  for  a  pregnant  patient. 
(1)  In  maintenance  treatment  the  initial 
dosage  of  methadone  should  control  the 
abstinence  symptoms  that  follow  with¬ 
drawal  of  narcotic  drugs,  but  should  not 
be  so  great  as  to  cause  sedation,  respira¬ 
tory  depression,  or  other  effects  of  acute 
intoxication.  It  is  important  that  the  ini¬ 
tial  dosage  be  adjusted  on  an  individual 
basis  to  the  narcotic  tolerance  of  the 
new  patient.  If  such  a  patient  has  been  a 
heavy  user  of  heroin  up  to  the  day  of  ad¬ 
mission,  he  may  be  given  20  milligrams 

4  to  8  hours  later,  or  40  milligrams  in 
a  single  oral  dose.  If  he  enters  treatment 
with  little  or  no  narcotic  tolerance  (e.g. 
if  he  has  recently  been  released  from 
jail  or  other  confinement),  the  initial 
dosage  may  be  one-half  these  quantities. 
When  there  is  any  doubt,  the  smaller 
dose  should  be  used  initially.  The  pa¬ 
tient  should  then  be  kept  under  obser¬ 
vation,  and,  if  symptoms  of  abstinence 
are  distressing,  additional  10  milligram 
doses  may  be  administered  as  needed. 
Subsequently,  the  dosage  should  be  ad¬ 
justed  individually,  as  tolerated  and  re¬ 
quired,  up  to  a  level  of  120  milligrams 
daily.  For  daily  dosages  above  100  milli¬ 
grams  patients  shall  ingest  medication 
under  observation  6  days  per  week.  These 
patients  will  be  allowed  take-home  medi¬ 
cation  for  1  day  per  wreek  only.  Those 
patients  in  treatment  on  the  date  this 
regulation  becomes  effective  who  are  re¬ 
ceiving  a  take-home  dose  of  more  than 
100  milligrams  per  day  shall  have  their 
dosage  level  reduced  to  100  milligrams 
per  day  or  less  by  June  13,  1973. 
A  daily  dose  of  120  milligrams  or 
more  shall  be  justified  in  the  medical 
record.  For  daily  dosages  above  120  milli¬ 
grams,  prior  approval  from  State  au¬ 
thority  and  the  Food  and  Drug  Ad¬ 
ministration  shall  be  obtained  be¬ 
ginning  on  March  15,  1973.  For  take- 
home  doses  above  100  milligrams  per 
day,  prior  approval  from  the  State  au¬ 
thority  and  the  Food  and  Drug  Admin¬ 
istration  shall  be  obtained  beginning  on 
June  13,  1973.  A  regular  review  of 
dosage  level  should  be  made  by  the  re¬ 
sponsible  physician  with  careful  con¬ 
sideration  given  for  reduction  of  dosage 
as  indicated  on  an  individual  basis.  A 
new  dosage  level  Is  only  a  test  level 
until  stability  Is  achieved. 
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(2)  Caution  shall  be  taken  in  the 
maintenance  treatment  of  pregnant  pa¬ 
tients.  Dosage  levels  shall  be  main¬ 
tained  as  low  as  possible  if  continued 
methadone  treatment  is  deemed  neces¬ 
sary.  It  1s  the  responsibility  of  the  pro¬ 
gram  sponsor  to  assure  that  each  female 
patient  is  fully  informed  concerning  the 
possible  risks  to  a  pregnant  woman  or 
her  unborn  child  from  the  use  of  meth¬ 
adone. 

(d)  Authorized  dispensers  of  metha¬ 
done;  responsibility.  Methadone  will  be 
administered  or  dispensed  by  a  practi¬ 
tioner  licensed  or  registered  under  ap¬ 
propriate  State  or  Federal  law  to  order 
narcotic  drugs  for  patients  or  by  an 
agent  of  the  practitioner,  supervised  by 
and  pursuant  to  the  order  of  the  prac¬ 
titioner.  This  agent  may  only  be  a  phar¬ 
macist,  registered  nurse,  or  licensed  prac¬ 
tical  nurse  depending  upon  the  State  reg¬ 
ulations  regarding  narcotic  drug  dispens¬ 
ing  and  administering.  The  licensed 
practitioner  assumes  responsibility  for 
the  amounts  of  methadone  administered 
or  dispensed  and  all  changes  in  dosage 
schedule  will  be  recorded  and  signed  by 
the  licensed  practitioner. 

(7)  Frequency  of  attendance ;  take- 
home  medication — (i)  For  detoxifica¬ 
tion,  the  drug  shall  be  administered  daily 
under  close  observation.  In  maintenance 
treatment  the  patient  will  initially  ingest 
the  drug  under  observation  daily,  or  at 
least  6  days  a  week,  for  the  first  3 
months.  It  is  recognized  that  diversion 
occurs  primarily  when  patients  take 
medication  from  the  clinic  for  self -ad¬ 
ministration.  It  is  also  recognized,  how¬ 
ever,  that  daily  attendance  at  a  program 
facility  may  be  incompatible  with  gain¬ 
ful  employment,  education,  and  respon¬ 
sible  homemaking.  After  demonstrating 
satisfactory  adherence  to  the  program 
regulations  for  at  least  3  months,  and 
showing  substantial  progress  In  rehabil¬ 
itation  by  participating  actively  In  the 
program  activities  and/or  by  participa¬ 
tion  in  educational,  vocational,  and 
homemaking  activities,  those  patients 
whose  employment,  education,  or  home¬ 
making  responsibilities  would  be  hin¬ 
dered  by  daily  attendance  may  be  per¬ 
mitted  to  reduce  to  three  times  weekly 
the  times  when  they  must  ingest  the 
drug  under  observation.  They  shall  re¬ 
ceive  no  more  than  a  2-day  take-home 
supply.  With  continuing  adherence  to  the 
program's  requirements  and  progressive 
rehabilitation  for  at  least  2  years  after 
entrance  into  the  program,  such  patients 
may  be  permitted  twice  weekly  visits  to 
the  program  for  drug  ingestion  under 
observation  with  a  3-day  take-home  sup¬ 
ply.  Prior  to  reducing  the  frequency  of 
visits,  documentation  of  the  patient’s 
progress  and  the  need  for  reducing  the 
frequency  of  visits  shall  be  recorded.  The 
requirements  and  schedule  for  when  the 
drug  must  be  Ingested  under  observa¬ 
tion  may  be  relaxed  If  the  patient  has  a 
serious  physical  disability  which  would 
prevent  frequent  visits  to  the  program 
facility.  The  Pood  and  Drug  Adminis¬ 
tration  and  the  State  authority  shall  be 
notified  of  such  cases.  Additional  medi¬ 
cation  may  also  be  provided  in  excep¬ 


tional  circumstances  such  as  acute  Ill¬ 
ness,  family  crises,  or  necessary  travel 
when  hardship  would  result  from  requir¬ 
ing  the  customary  observed  medication 
intake  for  the  specific  period.  In  these 
circumstances  the  reasons  for  providing 
additional  medication  will  be  recorded. 
In  circumstances  of  severe  illness,  In¬ 
firmity  or  physical  disability,  an  author¬ 
ized  individual  (e.g.  a  licensed  practi¬ 
tioner)  may  deliver  or  obtain  the  medi¬ 
cation. 

(il)  Urine  testing — (a)  Schedule  of 
testing;  substances  tested  for.  In  main¬ 
tenance  treatment,  a  urinalysis  will  be 
performed  randomly  at  least  weekly  for 
morphine  and  monthly  for  methadone, 
barbiturates,  amphetamines  and  other 
drugs  if  indicated.  Those  patients  receiv¬ 
ing  their  doses  of  the  drug  from  medica¬ 
tion  units  will  also  adhere  to  this  sched¬ 
ule.  The  urine  shall  be  collected  at  the 
program’s  primary  facility  or  at  the 
medication  unit. 

(b)  Method  of  collection.  Urine  shall 
be  collected  In  a  manner  which  mini¬ 
mizes  falsification  of  the  samples.  The 
reliability  of  this  collection  procedure 
shall  be  demonstrated. 

(c)  Laboratories.  Laboratories  used  for 
urine  testing  shall  participate  In  and 
be  approved  by  any  proficiency  testing 
program  designated  by  the  Food  and 
Drug  Administration.  Any  changes  made 
in  laboratories  used  for  urine  testing 
shall  have  prior  approval  of  the  Food 
and  Drug  Administration. 

(iii)  Patient’s  clinical  record.  An  ade¬ 
quate  clinical  record  will  be  maintained 
for  each  patient.  The  record  will  contain 
a  copy  of  the  signed  consent  form(s), 
the  date  of  each  visit,  the  amount  of 
methadone  administered  or  dispensed, 
the  results  of  each  urinalysis,  a  detailed 
account  of  any  adverse  reactions,  which 
will  also  be  reported  within  2  weeks  to 
the  Food  and  Drug  Administration  on 
Form  FD-1639,  “Drug  Experience  Re¬ 
port,"  any  significant  physical  or  psycho¬ 
logical  disability,  the  type  of  rehabilita¬ 
tive  and  counseling  efforts  employed,  an 
account  of  the  patient’s  progress,  and 
other  relevant  aspects  of  the  treatment 
program.  For  recordkeeping  purposes,  if  a 
patient  misses  appointments  for  2  weeks 
or  more  without  notifying  the  program, 
the  episode  of  care  is  considered  termi¬ 
nated  and  so  noted  in  the  clinical  rec¬ 
ord.  This  does  not  mean  that  the  patient 
cannot  return  for  care.  If  the  patient 
does  return  for  care  and  is  accepted  Into 
the  program,  this  is  considered  a  read- 
mission  and  so  noted  in  the  clinical  rec¬ 
ord.  This  method  of  recordkeeping  helps 
assure  the  easy  detection  of  sporadic  at¬ 
tendance  and  decreases  the  possibility  of 
administering  inappropriate  doses  of 
methadone  (e  g.,  the  patient  who  has 
received  no  medication  for  several  days 
or  more  and  upon  return  receives  the 
usual  stabilization  dqse).  An  annual 
evaluation  of  the  patient’s  progress  will 
be  recorded  in  the  clinical  record  (s) . 

(8)  Discontinuation  of  methadone  use. 
All  patients  in  treatment  will  be  given 
careful  consideration  for  discontinuation 
of  methadone  use,  especially  after  reach¬ 
ing  a  10-20  milligram  dosage  level.  So¬ 


cial  rehabilitation  shall  have  been 
maintained  for  a  reasonable  period  of 
time.  Patients  should  be  encouraged  to 
pursue  the  goal  of  eventual  withdrawal 
from  methadone  and  becoming  com¬ 
pletely  drug  free.  Upon  successfully 
reaching  a  drug-free  state  the  patient 
should  be  retained  in  the  program  for 
as  long  as  necessary  to  assure  stability 
in  the  drug-free  state,  with  the  fre¬ 
quency  of  his  required  visits  adjusted  at 
the  discretion  of  the  director.  Mainte¬ 
nance  treatment  using  methadone  shall 
be  discontinued  within  2  years  after  such 
treatment  is  begun  unless,  based  upon 
clinical  judgment  recorded  in  the  clinical 
record  for  the  patient,  the  patient’s 
status  indicates  that  such  treatment 
should  be  continued  for  a  longer  period 
of  time.  Any  patient  continued  on  meth¬ 
adone  for  longer  than  2  years  shall  be 
subject  to  periodic  reconsideration  for 
discontinuance  of  such  treatment. 

(9)  Record  of  drug  dispensing.  Ac¬ 
curate  records  traceable  to  specific  pa¬ 
tients  shall  be  maintained  showing  dates, 
quantity,  and  batch  or  code  marks  of 
the  drug  dispensed.  These  records  shall 
be  retained  for  a  period  of  3  years. 

(10)  Security  of  drug  stocks.  Adequate 
security  shall  be  maintained  over  stocks 
of  methadone,  over  the  manner  in  which 
it  is  administered  or  dispensed,  over  the 
manner  in  which  it  is  distributed  to 
medication  units,  and  over  the  manner 
in  which  it  is  stored  to  guard  against 
theft  and  diversion  of  the  drug.  The 
security  standards  for  the  distribution 
and  storage  of  controlled  substances  as 
required  by  the  Drug  Enforcement  Ad¬ 
ministration,  Department  of  Justice 
( §§  1301.72-1301.76  of  this  title)  shall  be 
met  by  the  program. 

(11)  Inspections  of  programs;  pa¬ 
tient  confidentiality.  Inspection  of  a  pro¬ 
gram  may  be  undertaken  by  the  State 
authority,  by  the  Food  and  Drug  Ad¬ 
ministration  and  by  the  Drug  Enforce¬ 
ment  Administration,  Department  of 
Justice,  in  accordance  with  Federal 
controlled  substances  laws.  The  identity 
of  patients  will  be  kept  confidential  ex¬ 
cept  (i)  when  it  is  necessary  to  make 
follow-up  investigations  on  adverse  ef¬ 
fect  information  related  to  use  of  the 
drug,  (ii)  when  the  medical  welfare  of 
the  patient  would  be  threatened  by  a 
failure  to  reveal  such  information,  or 
(iii)  when  it  is  necessary  to  verify  rec¬ 
ords  relating  to  approval  of  the  program 
or  any  portion  thereof.  In  all  circum¬ 
stances  the  provision  of  21  CFR  Part 
1401  shall  be  followed. 

(12)  Exemptions  from  specific  pro¬ 
gram  standards,  (i)  A  program  is  per¬ 
mitted,  at  the  time  of  application  or  any 
time  thereafter,  to  request  exemption 
from  or  revision  of  specific  program 
standards.  The  rationale  for  an  exemp¬ 
tion  or  revision  shall  be  thoroughly  docu¬ 
mented  in  an  appendix  to  be  submitted 
with  the  application  or  at  some  later 
time.  An  example  of  a  case  in  which  an 
exemption  might  be  granted  would  be 
for  a  private  practitioner  who  wishes  to 
treat  a  limited  number  of  patients  and 
requests  exemption  from  some  of  the 
staffing  and  service  standards  in  a  non- 
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metropolitan  area  with  few  physicians 
and  no  rehabilitative  services  geographi¬ 
cally  accessible.  The  Food  and  Drug  Ad¬ 
ministration  will  approve  such  exemp¬ 
tions  or  revisions  of  program  standards 
at  the  time  of  application  with  the  con¬ 
currence  of  the  State  authority. 

(ii)  The  Food  and  Drug  Administra¬ 
tion  has  the  right  to  withhold  the  grant¬ 
ing  of  an  exemption  until  such  time  as  a 
program  is  in  actual  operation  in  order 
to  assess  if  the  exemption  is  necessary. 
If  periodic  inspections  of  the  program 
reveal  that  discrepancies  or  adverse  con¬ 
ditions  exist,  the  Food  and  Drug  Ad¬ 
ministration  shall  reserve  the  right  to 
revoke  any  or  all  exemptions  previously 
granted. 

(13)  Additional  reporting  require¬ 
ments — (i)  Deaths.  The  program  spon¬ 
sor  shall  report  any  patient  death  which 
is  considered  methadone  related  to  the 
Food  and  Drug  Administration  within 
2  weeks,  using  Form  FD-1639  “Drug  Ex¬ 
perience  Report.” 

(ii)  Newborns.  The  program  sponsor 
shall  report  to  the  Food  and  Drug  Ad¬ 
ministration  the  birth  of  any  child  to  a 
female  patient,  if  the  newborn  1s  pre¬ 
mature  or  shows  any  adverse  reactions 
which,  in  the  opinion  of  the  attending 
physician,  are  due  to  methadone,  within 
1  month  of  the  birth,  using  Form  FD- 
1639  “Drug  Experience  Report.” 

(e)  Multiple  enrollments — (1)  Ad¬ 
ministering  or  dispensing  to  patients 
enrolled  in  other  programs.  There  is  a 
danger  of  drug  dependent  persons  at¬ 
tempting  to  enroll  in  more  than  one 
methadone  treatment  program  to  obtain 
quantities  of  methadone  for  the  purpose 
of  self-administration  or  illicit  market¬ 
ing.  Therefore,  except  in  an  emergency 
situation,  methadone  shall  not  be  pro¬ 
vided  to  a  patient  who  is  known  to  be 
currently  receiving  the  drug  from  an¬ 
other  treatment  program  using  metha¬ 
done. 

(2)  Patient  attendance  requirements. 
The  patient  shall  always  report  to  the 
same  treatment  facility  unless  prior  ap¬ 
proval  is  obtained  from  the  program 
sponsor  for  treatment  at  another  pro¬ 
gram.  Permission  to  report  for  treatment 
at  the  facility  of  another  program  shall 
be  granted  only  in  exceptional  circum¬ 
stances  and  shall  be  noted  on  the  pa¬ 
tient’s  clinical  record. 

(3)  Multiple  enrollment  prevention. 
To  prevent  multiple  enrollments,  the 
program  shall  agree  to  participate  in  any 
patient  identification  system  that  exists 
or  is  designated  and  approved  by  the 
Food  and  Drug  Administration.  Infor¬ 
mation  that  would  Identify  a  patient 
shall  be  kept  confidential  in  compliance 
with  Part  1401  of  this  title. 

(f)  Conditions  lor  use  of  methadone  in 
hospitals  for  analgesia  in  severe  pain,  for 
detoxification,  and  for  temporary  main¬ 
tenance  treatment — (1)  Form.  The  drug 
may  be  administered  or  dispensed  in 
either  oral  or  parenteral  form. 

(2)  Use  of  methadone  in  hospitals — 
(1)  Approved  uses.  Methadone  is  per¬ 
mitted  to  be  administered  or  dispensed 
only  for  detoxification  or  temporary 
treatment  of  hospitalized  patients,  and 


for  analgesia  in  severe  pain  for  hospital¬ 
ized  patients  and  outpatients.  If  metha¬ 
done  is  administered  for  treatment  of 
heroin  dependence  for  more  than  3 
weeks,  the  procedure  passes  from  treat¬ 
ment  of  the  acute  withdrawal  syndrome 
(detoxification)  to  maintenance  treat¬ 
ment.  Maintenance  treatment  is  per¬ 
mitted  to  be  undertaken  only  by  ap¬ 
proved  methadone  programs.  This  does 
not  preclude  the  maintenance  treatment 
of  an  addict  who  is  hospitalized  for  treat¬ 
ment  of  medical  conditions  other  than 
addiction  and  who  requires  temporary 
maintenance  treatment  during  the  criti¬ 
cal  period  of  his  stay  or  whose  enrollment 
in  a  program  which  has  approval  for 
maintenance  treatment  using  metha¬ 
done  has  been  verified.  Any  hospital 
which  already  has  received  approval 
under  this  paragraph  (f)  may  be  per¬ 
mitted  to  serve  as  a  temporary  metha¬ 
done  treatment  program  when  an  ap¬ 
proved  methadone  treatment  program 
has  been  terminated  and  there  is  no 
other  facility  immediately  available  in 
the  area  to  provide  methadone  treatment 
for  the  patients.  The  Food  and  Drug  Ad¬ 
ministration  may  give  this  approval  upon 
the  request  of  the  State  authority  or  the 
hospital,  when  no  State  authority  has 
been  established. 

(ii)  Individual  responsible  for  sup¬ 
plies.  The  name  of  the  individual  (phar¬ 
macist)  responsible  for  receiving  and 
securing  supplies  of  methadone  shall  be 
submitted  to  the  Food  and  Drug  Admin¬ 
istration  and  the  State  authority.  In¬ 
dividuals  not  authorized  by  Federal  or 
State  law  shall  not  receive  supplies  of 
methadone. 

(iii)  General  description.  A  general  de¬ 
scription  of  the  hospital  including  the 
number  of  beds,  specialized  treatment 
facilities  for  drug  dependence,  and  na¬ 
ture  of  patient  care  undertaken  shall  be 
submitted. 

(iv)  Anticipated  quantity  of  drug 
needed.  The  anticipated  quantity  of 
methadone  needed  per  year  shall  be  sub¬ 
mitted. 

(v)  Records.  The  hospital  shall  main¬ 
tain  accurate  records  showing  dates, 
quantity,  and  batch  or  code  marks  of  the 
drug  used  for  in  patient  and  out  patient 
treatment.  The  records  shall  be  retained 
for  a  period  of  3  years. 

(vi)  Inspections.  The  Food  and  Drug 
Administration  and  the  State  authority 
may  inspect  supplies  of  the  drug  and 
evaluate  the  uses  to  which  the  drug  is 
being  put.  The  identity  of  the  patient 
will  be  kept  confidential  except  (a)  when 
it  is  necessary  to  make  follow-up  investi¬ 
gations  on  adverse  effect  information 
related  to  the  drug,  (b)  when  the  med¬ 
ical  welfare  of  the  patient  would  be 
threatened  by  a  failure  to  reveal  such 
information,  or  (c)  when  it  is  necessary 
to  verify  records  relating  to  approval  of 
the  hospital  or  any  portion  thereof.  The 
confidentiality  requirements  of  Part  1401 
of  this  title  shall  be  followed.  Records 
relating  to  the  receipt,  storage,  and  dis¬ 
tribution  of  narcotic  medication  shall 
also  be  subject  to  inspection  as  provided 
by  Federal  controlled  substances  laws; 
but  use  or  disclosure  of  records  identify¬ 


ing  patients  will,  in  any  case,  be  limited 
to  actions  involving  the  program  or  its 
personnel. 

(vii)  Approval  of  hospital  pharmacy. 
Application  for  a  hospital  pharmacy  to 
provide  methadone  for  analgesia,  de¬ 
toxification  and  temporary  treatment 
will  be  submitted  to  the  Food  and  Drug 
Administration  and  the  State  authority 
and  shall  receive  approval  from  both,  ex¬ 
cept  as  provided  for  in  paragraph  (h)  (5) 
of  this  section.  Within  60  days  after  re¬ 
ceipt  of  the  application  by  the  Food  and 
Drug  Administration,  the  applicant  will 
receive  notification  of  approval  or  denial 
or  a  request  for  additional  information, 
when  necessary. 

(viii)  Approval  of  shipments  to  hos¬ 
pital  pharmacies.  Before  a  hospital  phar¬ 
macy  may  lawfully  receive  shipments  of 
methadone  for  use  as  an  analgesic  for 
severe  pain  and  for  detoxification  or 
temporary  maintenance  treatment,  a  re¬ 
sponsible  hospital  official  shall  complete, 
sign,  and  file  in  triplicate  with  the  Food 
and  Drug  Administration  and  the  State 
authority  Form  FD-2636,  “Hospital  Re¬ 
quest  for  Methadone  for  Analgesia  in 
Severe  Pain  and  for  Detoxification  and 
Temporary  Maintenance  Treatment”  set 
forth  in  paragraph  (k)  (5)  of  this  section 
and  shall  receive  a  notice  of  approval 
thereof  from  the  Food  and  Drug  Admin¬ 
istration. 

(ix)  Sanctions.  Failure  to  abide  by  the 
requirements  described  in  this  section 
may  result  in  revocation  of  approval  to 
receive  shipments  of  methadone,  seizure 
of  the  drug  supply  on  hand,  Injunction, 
and  criminal  prosecution. 

(3)  Treatment  of  outpatients — (1)  If 
in  a  physician’s  professional  judgment 
methadone  would  be  the  drug  of  choice 
as  an  analgesic  for  treating  a  patient  in 
severe  pain,  the  drug  will  be  available  for 
use  on  an  out-patient  basis  from  an  ap¬ 
proved  hospital  pharmacy,  or  in  a  remote 
area  from  an  approved  community  phar¬ 
macy.  Prior  to  filing  a  physician’s  pre¬ 
scription  for  methadone  for  outpatients, 
the  pharmacy  shall  obtain  from  the  phy¬ 
sician  a  statement  indicating  that  all 
such  prescriptions  written  by  him  will 
be  limited  to  use  for  analgesia  in  severe 
pain.  The  physician  shall  agree  to  main¬ 
tain  records  to  substantiate  such  use. 
These  records  will  be  available  in  the 
hospital  or  made  available  at  the  request 
of  the  hospital  administrator.  In  remote 
areas  the  approved  community  phar¬ 
macy  is  permitted  to  maintain  these  rec¬ 
ords  or  they  may  be  forwarded  to  the 
State  authority.  On  January  30  of  each 
year,  the  names  and  addresses  of  all  phy¬ 
sicians  who  prescribed  methadone  for 
analgesia  on  an  outpatient  basis  during 
the  previous  year  shall  be  reported  to  the 
Food  and  Drug  Administration. 

(ii)  Prescriptions  for  analgesia  may  be 
filled  only  if  they  are  written  by  a  phy¬ 
sician  who  has  submitted  the  required 
statement  to  the  approved  hospital  or 
community  pharmacy. 

(4)  Shipments  to  remote  areas.  In  re¬ 
mote  areas  or  in  certain  exceptional  cir¬ 
cumstances  where  there  are  no  approved 
hospitals,  community  pharmacies  may  be 
approved  by  the  Food  and  Drug  Admln- 
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istration  to  receive  shipments  of  metha¬ 
done  for  administering  or  dispensing  for 
analgesia  upon  the  recommendation  of 
the  State  authority  and  after  consulta¬ 
tion  with  the  Drug  Enforcement  Admin¬ 
istration.  Department  of  Justice. 

(g)  Confidentiality  of  patient  rec¬ 
ords.  (1)  Except  as  provided  in  para¬ 
graph  (g)(2)  of  this  section,  disclosure 
of  patient  records  maintained  by  any 
program  shall  be  governed  by  the  pro¬ 
visions  of  Fart  1401  of  this  title,  and  every 
program  shall  comply  with  the  provisions 
of  that  part.  Records  relating  to  the  re¬ 
ceipt,  storage,  and  distribution  of  nar¬ 
cotic  medication  shall  also  be  subject  to 
inspection  as  provided  by  Federal  con¬ 
trolled  substances  laws;  but  use  or  dis¬ 
closure  of  records  identifying  patients 
will,  in  any  case,  be  limited  to  actions 
involving  the  program  or  its  personnel. 

(2)  In  addition  to  the  restrictions 
upon  disclosure  in  Part  1401  of  this  title, 
and  in  accordance  with  the  authority 
conferred  by  section  303(a)  of  the  Public 
Health  Service  Act  (42  U.S.C.  242a(a)), 
every  program  is  hereby  further  au¬ 
thorized  to  protect  the  privacy  of  patients 
therein  by  withholding  from  all  persons 
not  employed  by  such  program  or  other¬ 
wise  connected  with  the  conduct  of  its 
operations  the  names  or  other  identify¬ 
ing  characteristics  of  such  patients 
under  any  circumstances  under  which 
such  program  has  reasonable  grounds  to 
believe  that  such  information  may  be 
used  to  conduct  any  criminal  investiga¬ 
tion  or  prosecution  of  a  patient.  Pro¬ 
grams  may  not  be  compelled  in  any 
Federal,  State,  or  local  civil,  criminal, 
administrative,  or  other  proceedings  to 
furnish  such  information,  but  this  sub- 
paragraph  does  not  authorize  the  with¬ 
holding  of  information  authorized  to  be 
furnished  pursuant  to  §  1401.44  of  this 
title  nor  does  it  invalidate  any  legal 
process  to  compel  the  furnishing  of  in¬ 
formation  in  accordance  with  §  1401.44  of 
this  title.  Records  relating  to  the  receipt, 
storage,  and  distribution  of  narcotic 
medication  shall  also  be  subject  to  in¬ 
spection  as  provided  by  Federal  con¬ 
trolled  substances  laws;  but  use  or  dis¬ 
closure  of  records  identifying  patients 
will,  in  any  case,  be  limited  to  actions 
involving  the  program  or  its  personnel. 

(3)  A  treatment  program  or  medica¬ 
tion  unit  or  any  part  thereof,  including 
any  facility  or  any  individual,  shall  per¬ 
mit  a  duly  authorized  employee  of  the 
Food  and  Drug  Administration  to  have 
access  to  and  to  copy  all  records  relating 
to  the  use  of  methadone.  Patient  iden¬ 
tities  shall  be  revealed  (1)  when  it  is 
necessary  to  make  follow-up  investiga¬ 
tions  on  adverse  effect  information  re¬ 
lated  to  the  drug,  (ii)  when  the  medical 
welfare  of  the  patient  would  be  threat¬ 
ened  by  a  failure  to  reveal  such  informa¬ 
tion,  or  (iii)  when  it  is  necessary  to 
verify  records  relating  to  any  approval  or 
any  portion  thereof  under  this  section. 
The  Food  and  Drug  Administration  will 
retain  such  identities  in  confidence  pur¬ 
suant  to  §  1401.44  of  this  title  and  shall 
reveal  them  only  when  necessary  in  a 
related  administrative  or  court  proceed¬ 
ing. 


(h>  Denial  or  revocation  of  approval. 

(1)  Complete  or  partial  denial  or  revoca¬ 
tion  of  approval  of  an  application  to  re¬ 
ceive  shipments  of  methadone  (Forms 
FD-2632  “Application  for  Approval  of 
Use  of  Methadone  in  a  Treatment  Pro¬ 
gram”  and  FD-2636  “Hospital  Request 
for  Methadone  for  Analgesia  in  Severe 
Pain  and  for  Detoxification  and  Mainte¬ 
nance  Treatment”)  may  be  proposed  to 
the  Commissioner  of  Food  and  Drugs  by 
the  Director  of  the  Food  and  Drug  Ad¬ 
ministration’s  Bureau  of  Drugs,  on  his 
own  initiative  or  at  the  request  of  rep¬ 
resentatives  of  the  Drug  Enforcement 
Administration,  Department  of  Justice, 
National  Institute  of  Mental  Health,  the 
State  authority,  or  any  other  interested 
person. 

(2)  Before  presenting  such  a  proposal 
to  the  Commissioner,  the  Director  of  the 
Bureau  of  Drugs  or  his  representative 
will  notify  the  applicant  in  wilting  of  the 
proposed  action  and  the  reasons  there¬ 
for  and  will  offer  him  an  opportunity  to 
explain  the  matters  in  question  in  an  in¬ 
formal  conference  -and/or  in  writing 
within  10  days  after  receipt  of  such 
notification.  The  applicant  shall  have  the 
right  to  hear  and  to  question  the  infor¬ 
mation  on  which  the  proposal  to  deny 
or  revoke  approval  is  based,  and  may 
present  any  oral  or  written  information 
and  views. 

(3)  If  the  explanation  offered  by  the 
applicant  is  not  accepted  by  the  Bureau 
of  Drugs  as  sufficient  to  justify  approval 
of  the  application,  and  denial  or  revoca¬ 
tion  of  approval  is  therefore  proposed, 
the  Commissioner  will  evaluate  infor¬ 
mation  obtained  in  the  Informal  hearing 
before  the  Director  of  the  Bureau  of 
Drugs.  If  he  finds  that  the  applicant  has 
failed  to  submit  adequate  assurance  jus¬ 
tifying  approval  of  the  application,  he 
shall  issue  a  notice  of  opportunity  for 
hearing  with  respect  to  the  matter  pur¬ 
suant  to  §  314.200  of  this  chapter  and  the 
matter  shall  thereafter  be  handled  in 
accordance  with  established  procedures 
for  denial  or  revocation  of  approval  of 
a  new  drug  application.  If  the  Secretary 
determines  that  there  is  an  imminent 
hazard  to  health,  revocation  of  approval 
will  become  effective  immediately  and 
any  administrative  procedures  will  be 
expedited.  Upon  revocation  of  approval 
of  an  application,  the  Commissioner  will 
notify  the  applicant,  the  State  authority, 
the  Drug  Enforcement  Administration, 
Department  of  Justice,  and  all  other  ap¬ 
propriate  persons  that  the  applicant  may 
no  longer  receive  shipments  of  metha¬ 
done,  and  will  require  the  recall  of  all 
methadone  from  the  applicant.  Revoca¬ 
tion  of  approval  may  also  result  in  crimi¬ 
nal  prosecution. 

(4)  Denial  or  revocation  of  approval 
may  be  reversed  when  the  Commissioner 
determines  that  the  applicant  has  justi¬ 
fied  approval  of  the  application. 

(5)  A  treatment  program  or  medica¬ 
tion  unit  or  any  part  thereof,  including 
any  facility  or  any  individual,  may  ap¬ 
peal  to  the  Food  and  Drug  Adminis¬ 
tration  a  complete  or  partial  denial  or 
revocation  of  approval  by  the  State  au¬ 
thority  unless  the  denial  or  revocation 


is  based  upon  a  State  law  or  regulation. 
The  appeal  shall  first  be  made  to  the 
Director  of  the  Bureau  of  Drugs,  who 
shall  hold  an  informal  conference  on  the 
matter  in  accordance  with  paragraph 
(h)  (2)  of  this  section.  The  State  author¬ 
ity  may  participate  in  the  conference. 
The  appellant  or  the  State  authority  may 
appeal  the  Director’s  decision  to  the 
Commissioner,  who  shall  decide  the  mat¬ 
ter  in  accordance  with  paragraph  (h)  (3) 
of  this  section.  If  the  Commissioner 
denies  or  revokes  approval,  such  action 
shall  be  handled  in  accordance  with 
paragraph  (h)  (3)  of  this  section.  The 
Commissioner  may  not  grant  or  retain 
Food  and  Drug  Administration  approval 
if  he  finds  that  the  appellant  is  not  in 
compliance  with  all  applicable  State  laws, 
and  regulations  and  with  this  section. 

(1)  Sanctions — (1)  Program  sponsor 
or  individual  responsible  for  a  particular 
program.  If  the  program  sponsor  or  the 
person  responsible  for  a  particular  pro¬ 
gram  fails  to  abide  by  all  the  require¬ 
ments  set  forth  in  these  regulations,  or 
fails  to  adequately  monitor  the  activities 
of  those  employed  in  the  program,  he 
may  have  the  approval  of  his  applica¬ 
tion  revoked,  his  methadone  supply 
seized,  an  injunction  granted  precluding 
operation  of  his  program,  and  criminal 
prosecution  instituted  against  him. 

(2)  Persons  responsible  for  adminis¬ 
tering  or  dispensing  methadone.  If  a 
person  responsible  for  administering  or 
dispensing  methadone  fails  to  abide  by 
all  the  requirements  set  forth  in  these 
regulations,  criminal  prosecution  may  be 
instituted  against  him,  his  drug  supply 
may  be  seized,  the  approval  of  the  pro¬ 
gram  may  be  revoked,  and  an  injunc¬ 
tion  may  be  granted  precluding  operation 
of  the  program. 

(j)  Requirements  for  distribution  of 
methadone  by  manufacturers — (1)  Dis¬ 
tribution  requirements.  Shipments  of  the 
drug  are  restricted  to  direct  shipments 
by  manufacturers  of  methadone  to  ap¬ 
proved  treatment  programs  using  metha¬ 
done,  to  approved  hospital  pharmacies, 
and  to  approved  selected  community 
pharmacies.  If  requested  by  a  manu¬ 
facturer  or  State  authority,  wholesale 
pharmacy  outlets  in  some  regions  or 
States  may  be  authorized  to  stock  metha¬ 
done  for  that  area  and  then  trans-ship 
the  drug  to  approved  methadone  treat¬ 
ment  programs  and  approved  hospital 
and  community  pharmacies.  Alternative 
methods  of  distribution  will  be  permitted 
if  they  are  approved  by  the  Food  and 
Drug  Administration  and  the  State  au¬ 
thority.  Prior  to  any  approval  of  an  al¬ 
ternative  method  of  distribution  there 
.will  be  consultation  with  the  Drug  En¬ 
forcement  Administration,  Department 
of  Justice,  to  assure  compliance  with  its 
regulations  regarding  controlled  sub¬ 
stance  distribution. 

(2)  Information  regarding  approved 
programs,  hospitals,  and  community 
pharmacies.  The  Food  and  Drug  Admin¬ 
istration  will  provide  methadone  manu¬ 
facturers  and  the  public  with  the  names 
and  locations  of  programs,  hospitals,  and 
selected  community  pharmacies  that 
have  been  approved  to  receive  shipments 
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of  the  drug.  All  Information  contained  in 
the  forms  set  out  in  paragraph  (k)  of 
this  section  is  available  for  public  dis¬ 
closure  except  for  names  or  other 
identifying  information  with  respect  to 
patients. 

(3)  Acceptance  of  delivery.  Delivery 
shall  only  be  made  to  a  licensed  practi¬ 
tioner  employed  at  the  facility.  At  the 
time  of  delivery  the  licensed  practitioner 
shall  sign  for  the  methadone  and  place 
his  specific  title  and  identification  num¬ 
ber  on  any  invoice.  Copies  of  these 
signed  invoices  shall  be  kept  by  the 
manufacturer. 

(k)  Program  forms — (1)  Treatment 
Program  Application. 

Department  or  Health,  Education,  and 
Welfare 

FOOD  AND  DRUG  ADMINISTRATION 

Form  FD-2632  Application  for  Approval  of 

Use  of  Methadone  In  a  Treatment  Program 

Name  or  other  identification  of  program _ 


Address _ 

Name  of  program  sponsor - 

Commissioner, 

Food  and  Drug  Administration, 

Bureau  of  Drugs  (HFD-106), 

Rockville,  MD  20852. 

Dear  Sir:  As  the  person  responsible  for  this 
program,  I  submit  this  request  for  approval 
of  a  treatment  program  using  methadone 
to  provide  detoxification  and  maintenance 
treatment  for  narcotic  addicts  in  accordance 
with  5  310.505  of  the  new  drug  regulations. 
I  understand  that  failure  to  abide  by  the 
requirements  described  below  may  cause 
revocation  of  approval  of  my  application, 
seizure  of  my  drug  supply,  an  injunction,  and 
criminal  prosecution. 

I.  Attached  is  the  name,  complete  address, 
and  a  summary  of  the  scientific  training  and 
experience  of  each  physician  and  all  other 
professional  personnel  having  major  respon¬ 
sibilities  for  the  program  and  rehabilitative 
efforts,  and  a  singed  Form  FD-2633  “Medical 
Responsibility  Statement  for  Use  of  Metha¬ 
done  in  a  Treatment  Program”  for  every 
licensed  practitioner  authorized  to  prescribe, 
dispense,  or  administer  methadone  under  the 
program.  (If  the  Medical  Director  of  this  pro¬ 
gram  has  been  listed  for  a  program  in  a 
previous  application,  the  feasibility  of  serv¬ 
ing  as  Medical  Director  for  this  program  must 
be  documented  and  this  documentation  at¬ 
tached  to  this  application.) 

n.  Attached  is  a  description  of  the  organi¬ 
zational  structure  of  this  program  and  the 
name  and  complete  address  of  any  central 
administration  or  larger  organizational 
structure  to  which  this  program  is 
responsible. 

III.  Attached  is  a  listing  of  the  sources  of 
funding  for  this  program.  (The  name  and 
address  for  each  governmental  agency  pro¬ 
viding  funding  must  be  provided.) 

IV.  The  program  shall  have  ready  access 
to  a  comprehensive  range  of  medical  and 
rehabilitative  services.  Attached  is  the  name, 
address,  and  description  of  each  hospital,  in¬ 
stitution,  clinical  laboratory  facility,  or  other 
facility  available  to  provide  the  necessary 
services  and  a  statement  for  each  facility  as 
to  whether  or  not  methadone  will  be  admin¬ 
istered  or  dispensed  at  that  facility.  These 
facilities  shall  comply  with  any  guidelines 
established  by  Federal  or  State  authorities. 
(This  listing  should  include  the  address  of 
each  medication  unit.  If  any  medical  or  re¬ 
habilitative  service  is  not  available  at  the 
primary  facility,  there  must  be  a  formal, 
documented  agreement  with  private  or  public 


agencies,  organizations,  or  institutions  for 
these  services.) 

V.  Attached  is  a  statement  of  the  approxi¬ 
mate  number  of  addicts  to  be  Included  in 
the  program. 

VI.  The  following  minimal  treatment 
standards  shall  be  followed: 

A.  A  statement  shall  be  given  to  the  ad¬ 
dicts  to  inform  them  about  the  program.  A 
voluntary  request  and  consent  Form  FD-2635 
“Consent  to  Methadone  Treatment”  shall  be 
signed  by  each  patient.  Participation  in  the 
program  shall  be  voluntary. 

B.  I  concur  that  the  mere  use  of  a  narcotic 
drug,  even  if  periodic  or  Intermittent,  can¬ 
not  be  equated  with  narcotic  addiction.  Care 
shall  be  exercised  in  the  selection  of  patients 
to  prevent  the  possibility  of  admitting  a  per¬ 
son  who  was  not  first  dependent  upon  heroin 
or  other  morphine-like  drugs  at  least  2  years 
prior  to  admission  to  maintenance  treat¬ 
ment.  This  drug  history  and  evidence  of 
current  physiologic  dependence  on  morphine- 
like  drugs  shall  be  documented.  Evidence  of 
physical  dependence  should  be  obtained  by 
noting  early  signs  of  withdrawal  (lacrima- 
tion,  rhinorrhea,  pupillary  dilation,  and 
piloerection)  during  the  initial  period  of 
abstinence.  (Withdrawal  signs  may  be  ob¬ 
served  during  an  initial  period  of  hospitaliza¬ 
tion  or  while  the  individual  is  an  outpatient 
undergoing  diagnostic  evaluation — (medical 
and  personal  history,  physical  examination, 
and  laboratory  studies) .  Loss  of  appetite  and 
increased  body  temperature,  pulse  rate,  blood 
pressure,  and  respiratory  rate  are  also  signs 
of  withdrawal,  but  their  detection  may  re¬ 
quire  inpatient  observation.  It  is  unlikely 
that  an  Individual  would  be  currently  de¬ 
pendent  on  narcotic  drugs  without  having  a 
positive  urine  test  for  one  or  more  of  these 
drugs.  Additional  evidence  can  be  obtained 
by  noting  the  presence  of  old  and  fresh 
needle  marks,  and  by  obtaining  additional 
history  from  relatives  and  friends.) 

C.  An  exception  to  the  requirement  for 
evidence  of  current  physiologic  dependence 
on  narcotic  drugs  will  be  allowed  under  ex¬ 
ceptional  circumstances.  For  example,  meth¬ 
adone  treatment  may  be  initiated  prior  to  or 
within  1  week  of  release  from  a  stay  of  I 
month  or  longer  in  a  penal  or  chronic  care 
institution  if  an  individual  has  a  pre-deten¬ 
tion  history  of  dependence  upon  heroin  or 
other  morphine-like  drugs  at  least  2  years 
prior  to  admission  to  the  institution.  Justifi¬ 
cation  for  any  such  exception  shall  be  noted 
on  the  patient’s  record. 

D.  Patients  between  16  and  18  years  of 
age  who  are  enrolled  and  under  treatment  in 
approved  programs  on  December  16, 1973  may 
continue  in  maintenance  treatment.  No  new 
patients  between  16  and  18  years  of  age  may 
be  admitted  to  a  maintenance  treatment  pro¬ 
gram  after  such  date  unless  a  parent,  legal 
guardian,  or  responsible  adult  designated  by 
the  State  authority  completes  and  signs  con¬ 
sent  form,  Form  FD-2635  “Consent  to  Metha¬ 
done  Treatment.”  Methadone  treatment  of 
new  patients  between  the  ages  of  16  and  18 
years  of  age  will  be  permitted  after  such  date 
only  with  a  documented  history  of  two  or 
more  unsuccessful  attempts  at  detoxification 
and  a  documented  history  of  dependence  on 
heroin  or  other  morphine-like  drugs  begin¬ 
ning  2  years  or  more  prior  to  application  for 
treatment.  No  patient  under  age  16  may  be 
continued  or  started  on  methadone  treat¬ 
ment  after  such  date  but  these  patients  may 
be  detoxified  and  retained  in  the  program  in 
a  drug-free  state  for  follow-up  and  aftercare. 
Patients  under  age  18  who  are  not  placed  In 
maintenance  treatment  may  be  detoxified. 
Detoxification  may  not  exceed  3  weeks.  A  re¬ 
peat  episode  of  detoxification  may  not  be  Ini¬ 
tiated  until  4‘  weeks  after  the  completion  of 
the  previous  detoxification. 

VII.  An  admission  evaluation  and  record 
shall  be  made  and  maintained  for  each  pa¬ 


tient  upon  admission  to  the  program.  This 
evaluation  and  record  shall  consist  of  a  per¬ 
sonal  history,  a  medical  history,  a  physical 
examination,  and  any  laboratory  or  other 
special  examinations  as  indicated  in  the 
Judgment  of  the  attending  physician.  (It  is 
recommended  that  a  complete  blood  count, 
liver  function  tests,  and  a  serologic  test  for 
lues  be  part  of  the  admission  evaluation.) 

A.  A  personal  history  record  will  Include 
at  least  age,  sex,  educational  level,  employ¬ 
ment  history,  criminal  history,  past  history 
of  drug  abuse  of  all  types,  and  prior  treat¬ 
ment  for  drug  abuse. 

B.  Medical  history.  A  thorough  medical 
history  record  will  be  completed  for  each 
patient  accepted  for  admission. 

C.  Physical  examination.  The  findings  of  a 
comprehensive  physical  examination  will  be 
recorded. 

vni.  I  understand  that  there  is  a  danger 
of  drug  dependent  persons  attempting  to 
enroll  in  more  than  one  methadone  treat¬ 
ment  program  to  obtain  quantities  of  metha¬ 
done  either  for  the  purpose  of  self-adminis¬ 
tration  or  illicit  marketing.  To  prevent  such 
multiple  enrollments,  I  will  participate  in 
whatever  local,  regional,  or  national  patient 
identification  system  exists  and  I  state  my 
intention  to  participate  in  any  system  that 
may  be  developed  and  approved  by  the  Food 
and  Drug  Administration  unless  I  notify  the 
Food  and  Drug  Administration,  in  writing, 
to  the  contrary.  I  understand  failure  to  par¬ 
ticipate  may  cause  revocation  of  approval  of 
my  application.  Except  in  an  emergency  sit¬ 
uation,  methadone  will  not  be  provided  to  a 
patient  who  is  known  to  be  currently  receiv¬ 
ing  the  drug  from  another  treatment  pro¬ 
gram  using  methadone.  Except  as  provided  in 
item  XV  of  this  form,  information  that  could 
identify  the  patient  will  be  kept  confidential 
in  compliance  with  21  CFR  Part  1401. 

IX.  The  following  minimal  procedures  will 
be  used  for  ongoing  care. 

A.  Dosage  and  administration  for  detoxifi¬ 
cation  and  maintenance  treatment: 

1.  Methadone  will  be  administered  or  dis¬ 
pensed  in  oral  form  only  when  used  in  a 
treatment  program.  Hospitalized  patients 
under  care  for  medical  or  surgical  condition 
are  permitted  to  receive  methadone  in 
parenteral  form,  when  in  the  attending  phy¬ 
sician’s  professional  Judgment  it  is  deemed 
advisable.  Although  tablet,  sirup  concen¬ 
trate,  or  other  formulations  are  permitted  to 
be  distributed  to  the  program,  all  oral  medi¬ 
cation  shall  be  administered  or  dispensed 
in  a  liquid  formulation.  The  dosage  shall  be 
formulated  in  such  a  way  as  to  reduce  its 
potential  for  parenteral  abuse  and  accidental 
ingestion,  and  packaged  for  outpatient  use 
in  special  packaging  as  required  by  16  CFR 
1700,14.  Any  take-out  medication  shall  be 
labeled  with  the  treatment  center’s  name, 
address,  and  telephone  number.  Exceptions 
may  be  granted  when  any  of  the  provisions 
of  this  subsection  are  in  conflict  with  State 
law  with  regard  to  the  administering  or  dis¬ 
pensing  of  drugs. 

2.  In  detoxification,  the  patient  may  be 
placed  on  a  substitutive  methadone  admini¬ 
stration  schedule  when  there  are  significant 
symptoms  of  withdrawal.  The  dosage  sched¬ 
ules  indicated  below  are  recommended  but 
may  be  varied  depending  upon  clinical  Judg¬ 
ment.  Initially,  a  single  oral  dose  of  15-20 
milligrams  of  methadone  will  often  be  suf¬ 
ficient  to  suppress  withdrawal  symptoms. 
Additional  methadone  may  be  provided  if 
withdrawal  symptoms  are  not  suppressed  or 
whenever  symptoms  reappear.  When  patients 
are  physically  dependent  on  high  doses  of 
methadone,  it  may  be  necessary  to  exceed 
these  levels.  Forty  milligrams  per  day  in 
single  or  divided  doses  will  usually  constitute 
an  adequate  stabilizing  dose  level.  Stabiliza¬ 
tion  can  be  continued  for  2  to  3  days  and 
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then  the  amount  of  methadone  will  normally 
be  gradually  decreased.  The  rate  at  which 
methadone  Is  decreased  will  be  determined 
separately  for  each  patient.  The  dose  of 
methadone  can  be  decreased  on  a  dally  basis 
or  In  2-day  Intervals,  but  the  amount  of  in¬ 
take  shall  always  be  sufficient  to  keep  with¬ 
drawal  symptoms  at  a  tolerable  level.  In 
hospitalized  patients  a  dally  reduction  of 
20  percent  of  the  total  dally  dose  usually  will 
be  tolerated  and  will  cause  little  discomfort. 
In  ambulatory  patients,  a  somewhat  slower 
schedule  may  be  needed.  If  methadone  Is 
administered  for  more  than  3  weeks,  the 
procedure  is  considered  to  have  progressed 
from  detoxification  or  treatment  of  the  acute 
withdrawal  syndrome  to  maintenance  treat¬ 
ment,  even  though  the  goal  and  Intent  may 
be  eventual  total  withdrawal. 

3.  In  maintenance  treatment  the  initial 
dosage  of  methadone  should  control  the 
abstinence  symptoms  that  follow  withdrawal 
of  narcotic  drugs  but  should  not  be  so  great 
as  to  cause  sedation,  respiratory  depression, 
or  other  effects  of  acute  lntoxlficatlon.  It  Is 
Important  that  the  Initial  dosage  be  adjusted 
on  an  Individual  basis  to  the  narcotic  toler¬ 
ance  of  the  new  patient.  If  such  a  patient 
has  been  a  heavy  user  of  heroin  up  to  the  day 
of  admission,  he  may  be  given  20  milligrams 
orally  for  the  first  dose  and  another  20  milli¬ 
grams  4  to  8  hours  later,  or  40  milligrams  In 
a  single  oral  dose.  If  he  enters  treatment  with 
little  or  no  narcotic  tolerance  (e.g.,  If  he  has 
recently  been  released  from  Jail  or  other 
confinement),  the  Initial  dosage  may  be  one- 
half  these  quantities.  When  there  Is  any 
doubt,  the  smaller  dose  should  be  used  Ini¬ 
tially.  The  patient  should  then  be  kept  under 
observation,  and,  If  symptoms  of  abstinence 
are  distressing,  additional  10-mllllgram 
doses  may  be  repeated  as  needed.  Subse¬ 
quently,  the  dosage  should  be  adjusted 
Individually,  as  tolerated  and  required,  to  a 
level  of  120  milligrams  dally.  For  dally  dos¬ 
ages  above  100  milligrams  patients  shall 
Ingest  medication  under  observation  6  days 
per  week.  These  patients  will  be  allowed 
take-home  medication  for  1  day  per  week 
only.  Those  patients  In  treatment  on  De¬ 
cember  IS,  1972  who  are  receiving  a  take- 
home  dose  of  more  than  100  milligrams  per 
day  shall  have  their  dosage  level  reduced  to 
100  milligrams  per  day  or  less  by  June  13, 
1973.  A  dally  dose  of  120  milligrams  or  mors 
shall  be  Justified  In  the  medical  record.  For 
dally  dosages  above  120  milligrams  or,  be¬ 
ginning  June  13,  1973,  for  take-home  doses 
above  100  milligrams  per  day,  prior  approval 
shall  be  obtained  from  the  Food  and  Drug 
Administration  and  the  State  authority.  A 
regular  review  of  dosage  level  should  be  made 
by  the  responsible  physician  with  careful 
consideration  given  for  reduction  of  dosage 
as  Indicated  on  an  Individual  basis.  A  new 
dosage  level  Is  only  a  test  level  until  stability 
Is  achieved. 

4.  Caution  Shall  be  taken  In  the  mainte¬ 
nance  treatment  of  pregnant  patients.  Dosage 
levels  shall  be  maintained  as  low  as  pos¬ 
sible  If  continued  methadone  treatment  Is 
deemed  necessary.  It  Is  the  responsibility  of 
the  program  to  assure  that  each  female  pa¬ 
tient  Is  fully  Informed  concerning  the  pos¬ 
sible  risks  to  a  pregnant  woman  or  her 
unborn  child  from  the  use  of  methadone. 

5.  Methadone  will  be  administered  or  dis¬ 
pensed  by  a  practitioner  licensed  or  regis¬ 
tered  under  appropriate  State  or  Federal  law 
to  order  narcotic  drugs  for  patients  or  by 
an  agent  of  the  practitioner,  supervised  by 
and  pursuant  to  the  order  of  the  practitioner. 
This  agent  may  be  a  pharmacist,  registered 
nurse,  or  licensed  practical  nurse,  depending 
upon  the  State  regulations  regarding  nar¬ 
cotic  drug  dispensing  and  administering.  The 
licensed  practitioner  assumes  responsibility 
for  the  amounts  of  methadone  administered 
or  dispensed  and  all  changes  In  dosage  sched¬ 


ule  shall  be  recorded  and  signed  by  the 
licensed  practitioner. 

8.  For  detoxification,  the  drug  shall  be  ad¬ 
ministered  dally  under  close  observation.  In 
maintenance  treatment  the  patient  Initially 
will  Ingest  the  drug  under  observation  dally, 
or  at  least  6  days  a  week,  for  the  first  3 
months.  It  Is  recognized  that  diversion  oc¬ 
curs  primarily  when  patients  take  medication 
from  the  clinic  for  self-admlnlstratlon.  It 
Is  also  recognized,  however,  that  dally  at¬ 
tendance  at  a  program  facility  may  be  In¬ 
compatible  with  gainful  employment,  edu¬ 
cation,  and  responsible  homemaking.  After 
demonstrating  satisfactory  adherence  to  the 
program  regulations  for  at  least  3  months 
and  showing  substantial  progress  In  rehabili¬ 
tation  by  participating  actively  In  the  pro¬ 
gram  activities  and/or  by  participation  In 
educational,  vocational,  and  homemaking  ac¬ 
tivities,  those  patients  whose  employment, 
education,  or  homemaking  responsibilities 
would  be  hindered  by  dally  attendance  may 
be  permitted  to  reduce  to  3  times  weekly  the 
times  when  they  must  Ingest  the  drug  under 
observation.  They  shall  receive  no  more  than 
a  2  day  take-home  supply.  With  continuing 
adherence  to  the  program’s  requirements  and 
progressive  rehabilitation  for  at  least  2  years 
after  entrance  Into  the  program,  such  pa¬ 
tients  may  be  permitted  twice  weekly  visits 
to  the  program  for  drug  Ingestion  under  ob¬ 
servation  with  a  3  day  take-home  supply. 
Prior  to  reducing  the  frequency  of  visits, 
documentation  of  the  patient’s  progress  and 
the  need  for  reducing  the  frequency  of  visits 
Bhall  be  recorded.  The  requirements  and 
schedule  for  when  the  drug  must  be  Ingested 
under  supervision  may  be  relaxed  If  the  pa¬ 
tient  has  a  serious  physical  disability  which 
would  prevent  frequent  visits  to  the  program 
facility.  The  Food  and  Drug  Administration 
and  the  State  authority  shall  be  notified  of 
such  cases.  Additional  medication  may  also 
be  provided  In  exceptional  circumstances 
6uch  as  acute  Illness,  family  crises,  or  neces¬ 
sary  travel  when  hardship  would  result  from 
requiring  the  customary  observed  medication 
Intake  for  the  specific  period.  In  such  cir¬ 
cumstances  the  reasons  for  providing  addi¬ 
tional  medication  will  be  recorded  In  the 
clinical  record.  In  circumstances  of  severe  Ill¬ 
ness,  Infirmity  or  physical  disability,  an  au¬ 
thorized  Individual  (e.g.,  a  licensed  practi¬ 
tioner)  may  deliver  or  obtain  the  medication. 

B.  In  maintenance  treatment,  a  urinaly¬ 
sis  will  be  performed  randomly  at  least 
weekly  for  morphine  and  monthly  for  metha¬ 
done,  barbiturates,  amphetamines,  and  other 
drugs  If  Indicated.  Those  patients  receiving 
their  doses  of  the  drug  from  medication  units 
will  also  adhere  to  this  schedule.  The  urine 
shall  be  collected  In  a  manner  which  mini¬ 
mizes  falsification  of  the  samples.  The  reli¬ 
ability  of  this  collection  procedure  shall  be 
demonstrated.  Laboratories  used  for  urine 
testing  shall  participate  In  and  be  approved 
by  any  proficiency  testing  program  desig¬ 
nated  by  the  Food  and  Drug  Administration. 
Any  changes  In  laboratories  used  for  urine 
testing  shall  have  prior  approval  of  the 
Food  and  Drug  Administration. 

C.  An  adequate  clinical  record  will  be 
maintained  for  each  patient.  The  record  will 
contain  a  copy  of  the  Blgned  consent  form(s) , 
the  date  of  each  visit,  the  amount  of  metha¬ 
done  administered  or  dispensed,  the  results 
of  each  urinalysis,  a  detailed  account  of  any 
adverse  reactions,  which  will  also  be  re¬ 
ported  within  2  weeks  to  the  Food  and  Drug 
Administration  on  Form  FD-1639,  ’’Drug 
Experience  Report",  any  significant  physical 
or  psychologic  disability,  the  type  of  rehabil¬ 
itative  and  counseling  efforts  employed,  an 
account  of  the  patient’s  progress,  and  other 
relevant  aspects  of  the  treatment  program. 
Few  recordkeeping  purposes,  If  a  patient 
misses  appointments  for  2  weeks  or  more 
without  notifying  the  program,  the  episode 


of  care  Is  considered  terminated  and  so  noted 
In  the  clinical  record.  This  does  not  mean 
that  the  patient  cannot  return  for  care.  If 
the  patient  does  return  for  care  and  Is  ac¬ 
cepted  Into  the  program,  this  Is  considered 
a  readmission  and  so  noted  In  the  clinical 
record.  This  method  of  recordkeeping  helps 
assure  the  easy  detection  of  sporadic  attend¬ 
ance  and  decreases  the  possibility  of  admin¬ 
istering  Inappropriate  doses  of  methadone 
(e.g.,  the  patient  who  has  received  no  medica¬ 
tion  for  several  days  or  more  and  upon  return 
receives  the  usual  stabilization  do6e).  An 
annual  evaluation  of  the  patient’s  progress 
will  be  recorded  In  the  clinical  record. 

D.  All  patients  In  maintenance  treatment 
will  be  given  careful  consideration  for  dis¬ 
continuance  of  methadone,  especially  after 
reaching  a  10-20  milligram  dosage  level.  So¬ 
cial  rehabilitation  shall  have  been  main¬ 
tained  for  a  reasonable  period  of  time.  Pa¬ 
tients  should  be  encouraged  to  pursue  the 
goal  of  eventual  withdrawal  from  methadone 
and  becoming  completely  drug-free.  Upon 
successfully  reaching  a  drug-free  state  the 
patient  should  be  retained  In  the  program 
for  as  long  as  necessary  to  assure  stability  In 
the  drug-free  state,  with  the  frequency  of 
his  required  visits  adjusted  at  the  discretion 
of  the  director.  Maintenance  treatment  using 
methadone  shall  be  discontinued  within  2 
years  after  such  treatment  1A  begun  unless, 
based  upon  clinical  Judgment  recorded  In  the 
clinical  record  for  the  patient,  the  patient’s 
status  Indicates  that  such  treatment  Should 
be  continued  for  a  longer  period  of  time.  Any 
patient  continued  on  methadone  for  longer 
than  2  years  shall  be  subject  to  periodic  re¬ 
consideration  for  discontinuance  of  such 
treatment. 

X.  To  prevent  diversion  Into  Illicit  chan¬ 
nels,  adeqaute  security  shall  be  maintained 
over  stocks  of  methadone  and  over  the  man¬ 
ner  in  which  It  Is  distributed,  as  required 
by  the  Drug  Enforcement  Administration, 
Department  of  Justice. 

XI.  Accurate  records  traceable  to  patients 
shall  be  maintained  showing  dates,  quan¬ 
tity,  and  batch  or  code  marks  of  the  drug 
used.  These  records  shall  be  retained  for  a 
period  of  3  years. 

XU.  The  program  director  may  establish 
geographically  dispersed  medication  unite 
of  reasonable  size  for  administering  and  dis¬ 
pensing  medication  to  patients  stabilized  at 
their  optimal  dosage  level.  The  approval  of 
Such  units  for  any  geographic  area  shall  be 
based  upon  the  number  and  distribution  of 
such  units  within  the  area.  No  more  than  30 
patients  shall  be  under  care  at  a  medication 
unit  at  any  one  time.  These  units  shall  be 
responsible  only  for  administering  and  dis¬ 
pensing  medication.  Private  practitioners  and 
community  pharmacies  may  serve  as  medi¬ 
cation  units.  Only  after  patients  have  been 
stabilized  at  their  optimal  initial  dosage  level 
may  they  be  referred  to  a  medication  unit. 
Subsequent  to  such  referral,  the  program  di¬ 
rector  shall  retain  continuing  responsibility 
for  the  patient’s  care  and  the  patient  shall 
be  seen  at  the  primary  program  facility  at 
least  monthly  for  medical  evaluation  and 
ancillary  service.  If  a  private  practitioner 
wishes  to  provide  other  service  In  addition  to 
administering  and  dispensing  medication  and 
collecting  urine  samples,  the  practitioner  Is 
considered  a  program  component  or  a  sep¬ 
arate  program,  depending  upon  the  type  of 
services  provided.  In  such  case  the  restric¬ 
tions  on  the  number  of  patients  served  shall 
be  determined  by  the  staffing  pattern  and  re¬ 
sources  available. 

XIII.  All  representations  In  this  applica¬ 
tion  are  currently  accurate,  and  no  changes 
shall  be  made  In  the  program  until  they  have 
been  approved  by  the  Food  and  Drug  Ad¬ 
ministration  and  the  State  authority. 

XIV.  if  the  program  or  any  Individual 
under  the  program  Is  disapproved,  the  pro- 
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gram  director  shall  recall  the  methadone 
from  the  disapproved  sources  and  return  the 
drug  to  the  manufacturer  In  a  manner  pre¬ 
scribed  by  the  Drug  Enforcement  Adminis¬ 
tration,  Department  of  Justice. 

XV.  Inspections  of  this  program  may  be 
undertaken  by  the  State  authority,  by  the 
Food  and  Drug  Administration  and  by  the 
Drug  Enforcement  Administration,  Depart¬ 
ment  of  Justice,  In  accordance  with  Federal 
controlled  substances  laws.  The  Identity  of 
patients  will  be  kept  confidential  except 
when  It  Is  necessary  to  make  follow-up  in¬ 
vestigations  on  adverse  effect  Information 
related  to  use  of  the  drug,  when  the  medical 
welfare  of  the  patient  would  be  threatened 
by  a  failure  to  reveal  such  information,  or 
when  It  Is  necessary  to  verify  records  relating 
to  approval  of  the  program  or  any  portion 
thereof.  In  all  circumstances  the  provisions 
of  21  CFR  Part  1401  shall  be  followed. 

Signature _ 

(Program  sponsor) 

(2)  Medical  Responsibility  Statement. 

Department  or  Health,  Education,  and 
Welfare 

FOOD  AND  DRUG  ADMINISTRATION 

Form  FD-2633  Medical  Responsibility  State¬ 
ment  for  Use  of  Methadone  In  a  Treatment 
Program 

(To  be  completed  by  each  physician  li¬ 
censed  to  dispense  or  administer  methadone 
under  an  approved  program.) 

Date _ _ _ _ _ _ 

Name  of  program - 

Address  _ — 

Telephone  number _ 

Medical  Director  for  this  facility  (licensed 
by  law  to  administer  or  dispense  drugs  and 
responsible  for  all  medication  administered 
or  dispensed  at  this  facility) . 


Address  of  this  facility - 

Telephone  number  of  this  facility - 

I.  The  undersigned  agrees  to  assume  re¬ 
sponsibility  for  the  administration  and  dis¬ 
pensing  of  methadone  under  the  above  iden¬ 
tified  program  and  to  abide  by  the  required 
standards  for  methadone  detoxification  and 
maintenance  treatment. 

n.  The  name  of  each  patient  treated  at  a 
facility  and  the  frequency  of  visits  shall  be 
registered  with  the  medical  director.  An 
annual  report  Form  FD-2634  “Annual  Re¬ 
port  for  Treatment  Program  Using  Metha¬ 
done"  shall  be  submitted  to  the  program 
sponsor  for  submission  to  the  Food  and  Drug 
Administration.  The  patient  shall  always  re¬ 
port  to  the  same  facility  unless  prior  approval 
is  obtained  from  the  medical  director  for 
treatment  at  another  operation. 

III.  The  following  minimal  treatment 
standards  shall  be  followed. 

A.  A  statement  shall  be  given  to  the  ad- 
.  diets  to  Inform  them  about  the  program.  A 

voluntary  request  and  consent  Form  FD-2635 
"Consent  to  Methadone  Treatment"  shall  be 
Blgned  by  each  patient.  Participation  In  the 
program  shall  be  voluntary. 

B.  The  mere  use  of  a  narcotic  drug,  even  If 
periodic  or  Intermittent,  cannot  be  equated 
with  narcotic  addiction.  Care  shall  be  exer¬ 
cised  In  the  selection  of  patients  to  prevent 
the  possibility  of  admitting  a  person  who  was 
not  first  dependent  upon  heroin  or  other 
morphlne-llke  drugs  at  least  2  years  prior 
to  admission  to  maintenance  treatment.  This 
drug  history  and  evidence  of  current  physi¬ 
ologic  dependence  on  morphlne-llke  drugs 
shall  be  documented.  Evidence  of  physical  de¬ 
pendence  should  be  obtained  by  noting  early 
signs  of  withdrawal  (lacrlmatlon,  rhlnorrhea, 
pupillary  dilation,  and  plloerectlon)  during 
the  Initial  period  of  abstinence.  Withdrawal 
signs  may  be  observed  during  an  Initial  pe- 
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rlod  of  hospitalization  or  while  the  individual 
is  an  outpatient  undergoing  diagnostic  evalu¬ 
ation  (medical  and  personal  history,  physical 
examination,  and  laboratory  studies) .  Loss  of 
appetite  and  Increased  body  temperature, 
pulse  rate,  blood  pressure,  and  respiratory 
rate  are  also  signs  of  withdrawal,  but  their 
detection  may  require  Inpatient  observation. 
It  Is  unlikely  that  an  Individual  would  be 
currently  dependent  on  narcotic  drugs  with¬ 
out  having  a  positive  urine  test  for  one  or 
more  of  these  drugs.  Additional  evidence  can 
be  obtained  by  noting  the  presence  of  old  and 
fresh  needle  marks,  and  by  obtaining  ad¬ 
ditional  history  from  relatives  and  friends. 

C.  An  exception  to  the  requirement  for 
evidence  of  current  physiologic  dependence 
on  narcotic  drugs  will  be  allowed  under  ex¬ 
ceptional  circumstances.  For  example,  meth¬ 
adone  treatment  may  be  initiated  prior  to  or 
within  1  week  of  release  from  a  stay  of  1 
month  or  longer  In  In  a  penal  or  chronic  care 
Institution  if  an  individual  has  a  pre-deten¬ 
tion  history  of  dependence  upon  heroin  or 
other  morphlne-llke  drugs  at  least  2  years 
prior  to  admission  to  the  Institute.  Justifica¬ 
tion  for  any  such  exception  should  be  noted 
on  the  patient’s  record. 

D.  Patients  between  16  and  18  years  of  ag» 
who  are  enrolled  and  under  treatment  In  ap¬ 
proved  programs  on  December  15,  1972 
may  continue  In  maintenance  treatment.  No 
new  patients  between  16  and  18  years  of  age 
may  be  admitted  to  a  maintenance  treatment 
after  such  date  unless  a  parent,  legal  guar¬ 
dian,  or  responsible  adult  designated  by  the 
State  authority  completes  and  signs  consent 
form.  Form  FD-2635,  “Consent  to  Methadone 
Treatment”.  Methadone  treatment  of  new 
patients  between  ages  16  and  18  years  of  age 
will  be  permitted  after  such  date  only  with 
a  documented  history  of  two  or  more  unsuc¬ 
cessful  attempts  at  detoxification  and  a 
documented  history  of  dependence  on  heroin 
or  other  morphlne-like  drugs  beginning  2 
years  or  more  prior  to  application  for  treat¬ 
ment.  No  patient  under  age  16  may  be  con¬ 
tinued  or  started  on  methadone  treatment 
after  such  date,  but  these  patients  may  be 
detoxified  and  retained  In  the  program  In  a 
drug-free  state  for  follow-up  and  aftercare. 
Patients  under  age  18  who  are  not  placed  In 
maintenance  treatment  may  be  detoxified. 
Detoxification  may  not  exceed  3  weeks.  A  re¬ 
peat  episode  of  detoxification  may  not  be 
Initiated  until  4  weeks  after  the  completion 
of  the  previous  detoxification. 

IV.  An  admission  evaluation  and  record 
shall  be  made  and  maintained  for  each 
patient  upon  admission  to  the  program.  This 
evaluation  and  record  shall  consist  of  a 
personal  history,  a  medical  history,  and  a 
physical  examination,  and  any  laboratory 
or  other  special  examinations  as  Indicated 
In  the  Judgment  of  the  attending  physician. 
(It  Is  recommended  that  a  complete  blood 
count,  liver  function  tests,  and  a  serologic 
test  for  lues  be  part  of  the  admission  evalua¬ 
tion.) 

A.  A  personal  history  record  will  include 
at  least  age,  sex,  educational  level,  employ¬ 
ment  history,  criminal  history,  past  history 
of  drug  abuse  of  all  types,  and  prior  treat¬ 
ment  for  drug  abuse. 

B.  Medical  history.  A  thorough  medical 
history  record  will  be  completed  for  each 
patient  accepted  for  admission. 

C.  Physical  examination.  The  findings  of 
a  comprehensive  physical  examination  will 
be  recorded. 

V.  I  understand  that  there  Is  a  danger  of 
drug  dependent  persons  attempting  to  enroll 
In  more  than  one  methadone  treatment  pro¬ 
gram  to  obtain  quantities  of  methadone 
either  for  the  purpose  of  self-admlnlstratlon 
or  Illicit  marketing.  To  prevent  such  multiple 
enrollments,  I  will  participate  In  whatever 
local,  regional,  or  national  patient  ldentlfi- 
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cation  system  that  exists  and  I  state  my  In¬ 
tention  to  participate  In  any  system  that  may 
be  developed  and  approved  by  the  Food  and 
Drug  Administration  unless  I  notify  the 
Food  and  Drug  Administration,  In  writing, 
to  the  contrary.  I  understand  failure  to  par¬ 
ticipate  may  cause  revocation  of  approval 
of  my  application.  Except  In  an  emergency 
situation,  methadone  will  not  be  provided 
to  a  patient  who  Is  known  to  be  currently 
receiving  the  drug  from  another  treatment 
program  using  methadone.  Except  as  pro¬ 
vided  In  Item  XI  of  this  form,  Information 
that  could  Identify  the  patient  will  be  kept 
confidential  In  compliance  with  21  CFR  Part 
1401. 

VI.  The  following  minimal  procedures  will 
be  used  for  ongoing  care. 

A.  Dosage  and  administration  for  detoxi¬ 
fication  and  maintenance  treatment: 

1.  Methadone  will  be  administered  or  dis¬ 
pensed  In  oral  form  only  when  used  In  a 
treatment  program.  Hospitalized  patients 
under  care  for  a  medical  or  surgical  condi¬ 
tion  are  permitted  to  receive  methadone  In 
parenteral  form,  when  In  the  attending 
physician’s  professional  Judgment  It  Is 
deemed  advisable.  Although  tablet,  syrup 
concentrate,  or  other  formulations  are  per¬ 
mitted  to  be  distributed  to  the  program,  all 
oral  medication  shall  be  administered  or  dis¬ 
pensed  In  a  liquid  formulation.  The  dosage 
shall  be  formulated  In  such  a  way  as  to 
reduce  Its  potential  for  parenteral  abuse  and 
accidental  Ingestion,  and  packaged  for  out¬ 
patient  use  In  special  packaging  as  required 
by  16  CFR  1700.14.  Any  take-out  medication 
shall  be  labeled  with  the  treatment  center’s 
name,  address  and  telephone  number.  Ex¬ 
ceptions  may  be  granted  when  any  of  the 
provisions  of  this  subsection  are  in  conflict 
with  State  law  with  regard  to  the  adminis¬ 
tering  or  dispensing  of  drugs. 

2.  In  detoxification,  the  patient  may  be 
placed  on  a  substitutive  methadone  admin¬ 
istration  schedule  when  there  are  significant 
symptoms  of  withdrawal.  The  dosage  sched¬ 
ules  Indicated  below  are  recommended  but 
may  be  varied  depending  upon  clinical  Judg¬ 
ment.  Initially,  a  single  oral  dose  of  15-20 
milligrams  of  methadone  will  often  be  suffi¬ 
cient  to  suppress  withdrawal  symptoms.  Ad¬ 
ditional  methadone  may  be  provided  If  with¬ 
drawal  symptoms  are  not  suppressed  or 
whenever  symptoms  reappear.  When  patients 
are  physically  dependent  on  high  doses  of 
methadone.  It  may  be  necessary  to  exceed 
these  levels.  40  milligrams  per  day  in  single 
or  divided  doses  will  usually  constitute  an 
adequate  stabilizing  dose  level.  Stabilization 
can  be  continued  for  2  to  3  days  and  then  the 
amount  of  methadone  will  normally  be  grad¬ 
ually  decreased.  The  rate  at  which  methadone 
Is  decreased  will  be  determined  separately 
for  each  patient.  The  dose  of  methadone  can 
be  decreased  on  a  daily  basis  or  In  2  day 
Intervals,  but  the  amount  of  Intake  shall 
always  be  sufficient  to  keep  withdrawal  symp¬ 
toms  at  a  tolerable  level.  In  hospitalized 
patients  a  dally  reduction  of  20  percent  of 
the  total  daily  dose  usually  will  be  tolerated 
and  will  cause  little  discomfort.  In  ambula¬ 
tory  patients,  a  somewhat  slower  schedule 
may  be  needed.  If  methadone  Is  administered 
for  more  than  3  weeks,  the  procedure  Is  con¬ 
sidered  to  have  progressed  from  detoxifica¬ 
tion  or  treatment  of  the  acute  withdrawal 
syndrome  to  maintenance  treatment,  even 
though  the  goal  and  Intent  may  be  eventual 
total  withdrawal. 

3.  In  maintenance  treatment  the  Initial 
dosage  of  methadone  should  control  the  ab¬ 
stinence  symptoms  that  follow  withdrawal 
of  narcotic  drugs  but  should  not  be  so  great 
as  to  cause  sedation,  respiratory  depression, 
or  other  effects  of  acute  lntoxlficatlon.  It  Is 
Important  that  the  Initial  dosage  be  adjusted 
on  an  Individual  basis  to  the  narcotic  toler¬ 
ance  of  the  new  patient.  If  such  a  patient 
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has  been  a  heavy  user  of  heroin  up  to  the 
day  of  admission,  he  may  be  given  20  milli¬ 
grams  orally  for  the  first  dose  and  another 
20  milligrams  4  to  8  hours  later,  or  40  milli¬ 
grams  In  a  single  oral  dose.  If  he  enters  treat¬ 
ment  with  little  or  no  narcotic  tolerance 
(e.g ,  if  he  has  recently  been  released  from 
Jail  or  other  confinement) ,  the  initial  dosage 
may  be  one-half  these  quantities.  When 
there  Is  any  doubt,  the  smaller  dose  should 
be  used  Initially.  The  patient  should  then  be 
kept  under  observation,  and,  If  symptoms  of 
abstinence  are  distressing,  additional  10  mil¬ 
ligram  doses  may  be  repeated  as  needed. 
Subsequently,  the  dosage  should  be  adjusted 
individually,  as  tolerated  and  required,  to  a 
level  of  120  milligrams  dally.  For  dally  dos¬ 
ages  above  100  milligrams  patients  shall  In¬ 
gest  medication  under  observation  6  days 
per  week.  These  patients  will  be  allowed 
take-home  medication  for  1  day  per 
week  only.  Those  patients  In  treatment  on 
December  16,  1972  who  are  receiving  a  take- 
home  dose  of  more  than  100  milligrams  per 
day  shall  have  their  dosage  level  reduced  to 
100  milligrams  per  day  or  less  by  June  13, 
1973.  A  dally  dose  of  120  milligrams  or 
more  shall  be  Justified  In  the  medical  rec¬ 
ord.  For  dally  dosages  above  120  milligrams 
or,  beginning  June  13,  1973,  for  take-home 
doses  above  100  milligrams  per  day,  prior 
approval  shall  be  obtained  from  the  Food 
and  Drug  Administration  and  the  State  au¬ 
thority.  A  regular  review  of  dosage  level 
should  be  made  by  the  responsible  physician 
with  careful  consideration  given  for  reduc¬ 
tion  of  dosage  as  indicated  on  an  Individual 
basis.  A  new  dosage  level  Is  only  a  test  level 
until  stability  Is  achieved. 

4.  Caution  shall  be  taken  In  the  mainte¬ 
nance  treatment  of  pregnant  patients.  Dos¬ 
age  levels  shall  be  maintained  as  low  as  pos¬ 
sible  If  continued  methadone  treatment  Is 
deemed  necessary.  It  Is  the  responsibility  of 
the  program  sponsor  to  assure  that  each  fe¬ 
male  patient  Is  fully  Informed  concerning 
the  possible  risks  to  a  pregnant  woman  or 
her  unborn  child  from  the  use  of  methadone. 

6.  Methadone  will  be  administered  or  dis¬ 
pensed  by  a  practitioner  licensed  or  registered 
under  appropriate  State  or  Federal  law  to 
order  narcotic  drugs  for  patients  or  by  an 
agent  of  the  practitioner,  supervised  by  and 
pursuant  to  the  order  of  the  practitioner. 
This  agent  may  only  be  a  pharmacist,  reg¬ 
istered  nurse,  or  licensed  practical  nurse  de¬ 
pending  upon  the  State  regulations  regard¬ 
ing  narcotic  drug  dispensing  and  administer¬ 
ing  administration.  The  licensed  practitioner 
assumes  responsibility  for  the  amounts  of 
methadone  administered  or  dispensed  and 
all  changes  in  dosage  schedule  shall  be  re¬ 
corded  and  signed  by  the  licensed  practi¬ 
tioner. 

6.  For  detoxification,  the  drug  shall  be  ad¬ 
ministered  dally  under  close  observation.  In 
maintenance  treatment  the  patient  Initially 
will  ingest  the  drug  under  the  observation 
dally,  or  at  least  6  days  a  week,  for  the  first  3 
months.  It  Is  recognized  that  diversion  oc¬ 
curs  primarily  when  patients  take  medica¬ 
tion  from  the  clinic  for  self-ad  mi  nlstralon.  It 
Is  also  recognized,  however,  that  daily  at¬ 
tendance  at  a  program  facility  may  be  In¬ 
compatible  with  gainful  employment,  edu¬ 
cation,  and  responsible  homemaking.  After 
demonstrating  satisfactory  adherence  to  the 
program  regulations  for  at  least  3  months 
and  showing  substantial  progress  in  rehabil¬ 
itation  by  participating  actively  In  the  pro¬ 
gram  activities  and/or  by  participation  in 
educational,  vocational,  and  home  making  ac¬ 
tivities,  those  patients  whose  employment, 
education  or  homemaking  responsibilities 
would  be  hindered  by  dally  attendance  may 
be  permitted  to  reduce  to  three  times  weekly 
the  times  when  they  must  Ingest  the  drug 
under  observation.  They  shall  receive  no 
more  than  a  2-day  take-home  supply.  With 


continuing  adherence  to  the  program’s  re¬ 
quirements  and  progressive  rehabilitation 
for  at  least  2  years  after  entrance  into  the 
program,  such  patients  may  be  permitted 
twice  weekly  visits  to  the  program  for  drug 
ingestion  under  observation  with  a  3-day 
take-home  supply.  Prior  to  reducing  the  fre¬ 
quency  of  visits,  documentation  of  the  pa¬ 
tient’s  progress  and  the  need  for  reducing  the 
frequency  of  visits  shall  be  recorded.  The 
requirements  and  schedule  for  when  the  drug 
must  be  Ingested  under  supervision  may  be 
relaxed  If  the  patient  has  a  serious  physical 
disability  which  would  prevent  frequent  vis¬ 
its  to  the  program  facility.  The  Food  and 
Drug  Administration  and  the  State  authority 
shall  be  notified  of  such  cases.  Additional 
medication  may  also  be  provided  in  excep¬ 
tional  circumstances  such  as  acute  Illness, 
family  crises,  or  necessary  travel  when  hard¬ 
ship  would  result  from  requiring  the  custom¬ 
ary  observed  medication  intake  for  the  spe¬ 
cific  period.  In  such  circumstances  the  rea¬ 
sons  for  providing  additional  medication  will 
be  recorded  In  the  clinical  record.  In  circum¬ 
stances  of  severe  illness,  infirmity  or  physical 
disability,  an  authorized  individual  (e.g.,  a 
licensed  practitioner)  may  deliver  or  obtain 
the  medication. 

B.  In  maintenance  treatment,  a  urinalysis 
will  be  performed  randomly  at  least  weekly 
for  morphine  and  monthly  for  methadone, 
barbiturates,  amphetamines,  and  other  drugs 
if  Indicated.  Those  patients  receiving  their 
doses  of  the  drug  from  medication  units  will 
also  adhere  to  this  schedule.  The  urine  shall 
be  collected  in  a  manner  which  minimizes 
falsification  of  the  samples.  The  reliability 
of  this  collection  procedure  shall  be  demon¬ 
strated.  Laboratories  used  for  testing  must 
participate  In  and  be  approved  by  any  profi¬ 
ciency  testing  program  designated  by  the 
Food  and  Drug  Administration.  Any  changes 
made  in  laboratories  used  for  mine  testing 
shall  have  prior  approval  of  the  Food  and 
Drug  Administration. 

C.  An  adequate  clinical  record  will  be 
maintained  for  each  patient.  The  record  will 
contain  a  copy  of  the  signed  consent  form(s) , 
the  date  of  each  visit,  the  amount  of  metha¬ 
done  administered  or  dispensed,  the  results 
of  each  urinalysis,  a  detailed  account  of  any 
adverse  reactions,  which  will  also  be  reported 
within  2  weeks  to  the  Food  and  Drug  Admin¬ 
istration  on  Form  FD-1639,  “Drug  Experience 
Report,"  any  significant  physical  or  psycho¬ 
logic  disability,  the  type  of  rehabilitative  and 
counseling  efforts  employed,  an  account  of 
the  patient’s  progress,  and  other  relevant  as¬ 
pects  of  the  treatment  program.  For  record¬ 
keeping  purposes.  If  a  patient  misses  appoint¬ 
ments  for  2  weeks  or  more  without  notifying 
the  program,  the  episode  of  care  Is  considered 
terminated  and  so  noted  In  the  clinical  rec¬ 
ord.  This  does  not  mean  that  the  patient 
cannot  return  for  care.  If  the  patient  does 
return  for  care  and  is  accepted  into  the  pro¬ 
gram,  this  Is  considered  a  readmlsslon  and 
so  noted  In  the  clinical  record.  This  method 
of  recordkeeping  helps  assure  the  easy  de¬ 
tection  of  sporadic  attendance  and  decreases 
the  possibility  of  administering  Inappropri¬ 
ate  doses  of  methadone  (eg.,  the  patient 
who  has  received  no  medication  for  several 
days  or  more  and  upon  ret  tun  receives  the 
usual  stabilization  dose).  An  annual  evalu¬ 
ation  of  the  patient’s  progress  will  be  re¬ 
corded  In  the  clinical  record. 

D.  All  patients  in  maintenance  treatment 
will  be  given  careful  consideration  for  dis¬ 
continuance  of  methadone  especially  after 
reaching  a  10  to  20  milligrams  dosage  level. 
Social  rehabilitation  shall  have  been  main¬ 
tained  for  a  reasonable  period  of  time.  Pa¬ 
tients  should  be  encouraged  to  pursue  the 
goal  of  eventual  withdrawal  from  methadone 
and  becoming  completely  drug-free.  Upon 
successfully  reaching  a  drug -free  state  the 
patient  should  be  retained  in  the  program 


for  as  long  as  necessary  to  assure  stability 
In  the  drug-free  state,  with  the  frequency  of 
his  required  visits  adjusted  at  the  discretion 
of  the  director.  Maintenance  treatment  using 
methadone  shall  be  discontinued  within  2 
years  after  such  treatment  Is  begun  unless, 
based  upon  clinical  Judgment  recorded  in 
the  clinical  record  for  the  patient,  the  pa¬ 
tient’s  status  Indicates  that  such  treatment 
should  be  continued  for  a  longer  period  of 
time.  Any  patient  continued  on  methadone 
for  longer  than  2  years  shall  be  subject  to 
periodic  reconsideration  for  discontinuance 
of  such  treatment. 

VII.  To  prevent  diversion  into  Illicit  chan¬ 
nels,  adequate  security  shall  be  maintained 
over  stocks  of  methadone  and  over  the  man¬ 
ner  in  which  it  Is  distributed,  as  required  by 
the  Drug  Enforcement  Administration,  De¬ 
partment  of  Justice. 

VIII.  The  program  director  may  establish 
geographically  dispersed  medication  units  of 
reasonable  size  for  administering  and  dis¬ 
pensing  medication  to  patients  stabilised  at 
their  optimal  dosage  level.  The  approval  of 
such  unlt3  for  any  geographic  area  shall  be 
based  upon  the  number  and  distribution  of 
such  units  within  the  area.  No  more  than 
30  patients  shall  be  under  care  at  a  medica¬ 
tion  unit  at  any  one  time.  These  units  shall 
be  responsible  only  for  administering  and 
dispensing  medication.  Private  practitioners 
and  community  pharmacies  may  serve  as 
medication  units.  Only  after  patients  have 
been  stabilized  at  their  optimal  initial  dosage 
level  may  they  be  referred  to  a  medication 
unit.  Subsequent  to  such  referral,  the  pro¬ 
gram  director  shall  retain  continuing  re¬ 
sponsibility  for  the  patient’s  care  and  the 
patient  shall  be  seen  at  the  primary  program 
facility  at  least  monthly  for  medical  evalua¬ 
tion  and  ancillary  service.  If  a  private  practi¬ 
tioner  wishes  to  provide  other  service  In 
addition  to  administering  and  dispensing 
medication  and  collecting  urine  samples,  the 
practitioner  Is  considered  a  program  compo¬ 
nent  or  a  separate  program,  depending  upon 
the  type  of  services  provided.  In  such  case 
the  restrictions  on  the  number  of  patients 
served  shall  be  determined  by  the  staffing 
pattern  and  resources  available. 

IX.  All  representations  in  this  application 
are  currently  accurate,  and  no  changes  shall 
be  made  in  the  program  until  they  have  been 
approved  by  the  Food  and  Drug  Administra¬ 
tion  and  the  State  authority. 

X.  If  the  program  or  any  individual  under 
the  program  Is  disapproved,  the  program  di¬ 
rector  shall  recall  the  methadone  from  the 
disapproved  sources  and  return  the  drug  to 
the  manufacturer  in  a  manner  prescribed  by 
the  Drug  Enforcement  Administration,  De¬ 
partment  of  Justice. 

XI.  Inspections  of  this  program  may  be 
undertaken  by  the  State  authority,  by  the 
Food’  and  Drug  Administration  and  by  the 
Drug  Enforcement  Administration,  Depart¬ 
ment  of  Justice,  In  accordance  with  Federal 
controlled  substances  laws.  The  Identity  of 
patients  will  be  kept  confidential  except 
when  It  Is  necessary  to  make  follow-up  In¬ 
vestigations  on  adverse  effect  Information 
related  to  use  of  the  drug,  when  the  medical 
welfare  of  the  patient  would  be  threatened 
by  a  failure  to  reveal  such  Information,  or 
when  it  Is  necessary  to  verify  records  relat¬ 
ing  to  approval  of  the  program  or  any  por¬ 
tion  thereof.  In  all  circumstances  the  provi¬ 
sions  of  21  CFR  Part  1401  shall  be  followed. 

Signature: _ _ 

(3)  Annual  Report  Form. 

Department  or  Health,  Education,  and 
Welfare 

POOD  AND  DRUG  ADMINISTRATION 

Form  FD-2634  Annual  Report  for  Treatment 
Program  Using  Methadone 
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This  form  shall  be  completed  In  triplicate 
by  the  program  sponsor  for  each  calendar 
year. 

One  copy  Is  to  be  sent  to  the  Food  and 
Drug  Administration  and  one  copy  to  the 
State  authority  on  or  before  January  30. 

I.  Name  or  other  Identification  of  program 


Address 


II.  Total  Treatment  Capacity _ 

III.  Amount  of  methadone  dispensed  (In 

grams)  during  the  year: _ 

IV.  Number  of  Individuals  who  applied 

to  the  program  but  were  not  admitted  or 
given  admission  evaluation _ 

V.  Number  of  Individuals  who  were  pro¬ 

vided  only  detoxification  one  or  more 
times _ 

VI.  Census  of  patients  provided  metha¬ 
done  maintenance  treatment _ 

A.  Number  under  care  at  the  beginning  of 

the  year  being  reported _ 

B.  Of  those  In  treatment  at  the  beginning 
of  the  year : 

1.  Number  continuously  under  care 

through  the  year  being  reported  (still  under 
care) _ _ 

2.  Number  discharged  or  transferred  to 

other  types  of  programs  and  not  re¬ 
admitted  _ _ _ _ 

3.  Number  discharged  or  transferred  to 

other  types  of  programs  and  readmitted 
(still  under  care)  _ _ 

4.  Number  discharged  and  readmitted  (no 

longer  under  care) _ _ 

C.  Number  admitted  to  care  during  year 
not  previously  treated  In  this  program: 

1.  Number  still  under  care  at  the  end 

of  the  year _ _ 

2.  Number  discharged  or  transferred  to 
other  types  of  programs  and  not  readmitted 

3.  Number  discharged  or  transferred  to 

other  types  of  programs  and  readmitted  (still 
under  care)  _ _ 

4.  Number  discharged  and  readmitted  (no 

longer  under  care)  _ _ _ 

D.  Number  admitted  to  care  during  the 

year _ _  previously  treated  In  this  pro¬ 

gram  prior  to  the  past  year: 

1.  Number  still  under  care  at  the  end  of 

the  year  _ 

2.  Number  discharged  or  transferred  to 
other  types  of  programs  and  not  readmitted 


3.  Number  discharged  and  transferred  to 

other  types  of  programs  and  readmitted  (still 
under  care) _ _ 

4.  Number  discharged  and  readmitted  (no 

longer  under  care)  _ _ 

VII.  Demographic  and  treatment  charac¬ 
teristics  of  patients  under  care  at  the  end 
of  the  year  being  reported : 

A.  By  age  and  sex: 


Age  Total  Male  Female 


Under  14. 

14-15 _ 

16—17 _ 

18-20 _ 

21-25 _ 

28-35 _ 

38-45 _ 

48+ . 


B.  For  the  year  being  reported,  give  the 
number  of  patients  who  have  been  under 
continuous  care  for  the  following  periods  of 
time: 

Under  3  months - .*. - 

3  months  to  1  year _ 

1  to  2  years _ 

2  to  5  years - 

Over  5  years _ 

C.  Total  number  of  Individuals  treated  to 


date  _ 

D.  For  the  year  being  reported,  give  the 
number  of  patients  stabilized  at  each  dosage 
level: 

Number 

Daily  dosage,  mgm.  of  patients 

Under  20 _ _ _  _ 

20-39  . . 

40-59  _  _ 

60-79  _  _ _ _ 

80-99  . . . . . 

100-119 _  _ _ _ 

Over  120 _ _ _ _ _ _  _ 

E.  For  the  year  being  reported,  give  the 
number  of  patients  seen  In  the  past  8  weeks 
who  have  fallen  In  the  following  categories: 

No  positive  urinalysis  for  morphine  for 

2  months  or  more _ 

Occasional  positive  urinalysis  for  mor¬ 
phine  (monthly  or  less)  _ 

Frequent  positive  urinalysis  for  morphine 

(more  than  once  per  month) _ 

In  program  for  less  than  2  months _ 

For  the  year  being  reported,  give  the  num¬ 
ber  of  patients  treated  who  were  pregnant 


VIII.  Give  the  number  of  patients  having 
significant  adverse  reactions,  particularly  re¬ 
actions  related  to  hematopoietic,  cardiovas¬ 
cular,  endocrine,  neurologic,  and  Immuno¬ 
logical  functions  (attach  a  completed  copy 
of  Form  FD-1639,  “Drug  Experience  Report,” 
for  each  Incident  not  previously  reported  to 
the  Food  and  Drug  Administration) : 

Type  of  reaction  Number  of  patients 


IX.  Give  the  number  of  patients  who  have 
died  while  under  methadone  care  (attach 
a  completed  copy  of  Form  FD-1639,  “Drug 
Experience  Report”,  for  each  Incident  not 
previously  reported  to  the  Food  and  Drug 
Admlnlstatlon) : 

A.  Definitely  meth-  Number  of  patients 

adone-related _  _ _ 

B.  Not  methadone- 

related  -  - - 

Signature  _ 

(Program  sponsor) 

(4)  Patient  Consent  Form. 

Department  of  Health,  Education,  and 

Welfare 

FOOD  AND  DRUG  ADMINISTRATION 

Form  FD-2635  Consent  for  Methadone 
Treatment 

Patient _ Date _ 

Name  of  practitioner  explaining  proce¬ 
dures  _ 

(Provisions  of  this  consent  form  may  be 
modified  to  conform  to  any  applicable  State 
law.) 

I  hereby  authorize  and  give  my  voluntary 
consent  to  Dr. _ 

(Program  medical  director) 

and/or  any  appropriately  authorized  assist¬ 
ants  he  may  select,  to  administer  or  prescribe 
the  drug  methadone  as  an  element  in  the 
treatment  for  my  dependence  on  heroin  or 
other  narcotic  drugs. 

The  procedures  necessary  to  treat  my  con¬ 
dition  have  been  explained  to  me  and  I 
understand  that  It  will  Involve  my  taking 
dally  dosages  of  methadone,  or  other  drugs, 
which  will  help  control  my  dependence  on 
heroin  or  other  narcotic  drugs. 

It  has  been  explained  to  me  that  metha¬ 
done  is  a  narcotic  drug  which  can  be  harm¬ 
ful  If  taken  without  medical  supervision.  I 
further  understand  that  methadone  Is  an 


addictive  medication  and  may,  like  other 
drugs  used  In  medical  practice,  produce  ad¬ 
verse  results.  The  alternative  methods  of 
treatment,  the  possible  risks  Involved,  and 
the  possibilities  of  complications  have  been 
explained  to  me,  but  I  still  desire  to  receive 
methadone  due  to  the  risk  of  my  return  to 
the  use  of  heroin  or  other  drugs. 

The  goal  of  methadone  treatment  Is  total 
rehabilitation  of  the  patient.  Eventual  with¬ 
drawal  from  the  use  of  all  drugs,  Including 
methadone.  Is  an  appropriate  treatment  goal. 
I  realize  that  for  some  patients  methadone 
treatment  may  continue  for  relatively  long 
periods  of  time  but  that  periodic  consider¬ 
ation  shall  be  given  concerning  my  com¬ 
plete  withdrawal  from  methadone  use. 

I  understand  that  I  may  withdraw  from 
this  treatment  program  and  discontinue  the 
use  of  the  drug  at  any  time  and  I  shall 
be  afforded  detoxification  under  medical 
supervision. 

I  agree  that  I  shall  inform  any  doctor  who 
may  treat  me  for  any  medical  problem  that 
I  am  enrolled  In  a  methadone  treatment  pro¬ 
gram,  since  the  use  of  other  drugs  In  con¬ 
junction  with  methadone  may  cause  me 
harm. 

I  also  understand  that  during  the  course 
of  treatment,  certain  conditions  may  make 
It  necessary  to  use  additional  or  different 
procedures  than  those  explained  to  me.  I 
understand  that  these  alternate  procedures 
shall  be  used  when  In  the  Program  or  Med¬ 
ical  Director’s  professional  Judgment  It  Is 
considered  advisable. 


(For  female  patients  of  child-bearing  age) 

To  the  best  of  my  knowledge,  I  (am/am 
not)  pregnant  at  this  time. 

Besides  the  possible  risks  involved  with 
the  long-term  use  of  methadone,  I  further 
understand  that,  like  heroin  and  other  nar¬ 
cotic  drugs.  Information  on  Its  effects  on 
pregnant  women  and  on  their  unborn  chil¬ 
dren  Is  at  present  Inadequate  to  guarantee 
that  It  may  not  produce  significant  or  seri¬ 
ous  side  effects. 

It  has  been  explained  to  me  and  I  under¬ 
stand  that  methadone  Is  transmitted  to  the 
unborn  child  and  will  cause  physical  de¬ 
pendence.  Thus,  If  I  am  pregnant  and  sud¬ 
denly  stop  taking  methadone,  I  or  the  un¬ 
born  child  may  show  signs  of  withdrawal 
which  may  adversely  affect  my  pregnancy  or 
the  child.  I  shall  use  no  other  drugs  with¬ 
out  the  medical  director  or  his  assistants'  ap¬ 
proval,  since  these  drugs,  particularly  as  they 
might  Interact  with  methadone,  may  harm 
me  or  my  unborn  child.  I  shall  Inform  any 
other  doctor  who  sees  me  during  my  present 
or  any  future  pregnancy  or  who  sees  the  child 
after  birth,  of  my  current  or  past  participa¬ 
tion  In  a  methadone  treatment  program  In 
order  that  he  may  properly  care  for  my  child 
and  me. 

It  has  been  explained  to  me  that  after  the 
birth  of  my  child  I  should  not  nurse  the  baby 
because  methadone  Is  transmitted  through 
the  milk  to  the  baby  and  this  may  cause 
physical  dependence  on  methadone  In  the 
child.  I  understand  that  for  a  brief  period 
following  birth,  the  child  may  show  tempo¬ 
rary  Irritability  or  other  111  effects  due  to  my 
use  of  methadone.  It  Is  essential  for  the 
child’s  physician  to  know  of  my  participation 
In  a  methadone  treatment  program  so  that 
he  may  provide  appropriate  medical  treat¬ 
ment 'for  the  child. 

All  the  above  possible  effects  of  methadone 
have  been  fully  explained  to  me  and  I  un¬ 
derstand  that  at  present;  there  have  not 
been  enough  studies  conducted  on  the  long 
term  use  of  the  drug  to  assure  complete 
safety  to  my  child.  With  full  knowledge  of 
this,  I  consent  to  Its  use  and  promise  to  In¬ 
form  the  Medical  Director  or  one  of  his 


No.  62— Pt.  n - 5 


FEDERAL  REGISTER,  VOL.  39,  NO.  62 — FRIDAY,  MARCH  29,  1974 


11712 


RULES  AND  REGULATIONS 


assistants  Immediately  if  I  become  pregnant 
In  the  future. 


(For  patients  under  18  years  of  age) 

The  patient  Is  a  minor, _ 

years  of  age,  born, _ 

The  risks  of  the  use  of  methadone  have  been 
explained  to  (me/us)  and  (I/we)  under¬ 
stand  that  methadone  Is  a  drug  on  which 
long-term  studies  are  still  being  conducted 
and  that  Information  on  Its  effects  In  ado¬ 
lescents  Is  Incomplete.  It  has  been  explained 
to  (me/us)  that  methadone  is  being  used  In 
the  minor’s  treatment  only  because  the  risk 
of  (his 'her)  return  to  the  use  of  heroin  is 
sufficiently  great  to  Justify  this  treatment. 
(I/We)  declare  that  participation  In  the 
methadone  treatment  program  is  wholly  vol¬ 
untary  on  the  part  of  both  the  (parent(s)/ 
guardian (s) )  and  the  patient  and  that  meth¬ 
adone  treatment  may  be  stopped  at  any  time 
on  (my/our)  request  or  that  of  the  patient. 
With  full  knowledge  of  the  potential  bene¬ 
fits  and  possible  risks  involved  with  the  use 
of  methadone  In  the  treatment  of  an  ado¬ 
lescent,  (I/we)  consent  to  Its  use  upon  the 
minor,  since  (I/we)  realize  that  otherwise 
(he/she)  shall  continue  to  be  dependent 
upon  heroin  or  other  narcotic  drugs. 


I  certify  that  no  guarantee  or  assurance 
has  been  made  as  to  the  results  that  may 
be  obtained  from  methadone  treatment. 
With  full  knowledge  of  the  potential  bene¬ 
fits  and  possible  risks  Involved,  I  consent 
to  methadone  treatment,  since  I  realize  that 
I  would  otherwise  continue  to  be  dependent 
on  heroin  or  other  narcotic  drugs. 

Patient  _ 

Date _ 

Date  of  birth _ 

Parent(s)  or  guardlan(s)  _ 

Relationship  _ 

Witness _ 

<  5  >  Hospital  Application. 

Department  op  Health,  Education, 
and  Welfare 

food  and  drug  administration 

Form  FD-2636  Hospital  Request  for  Metha¬ 
done  for  Analgesia  in  Severe  Pain  and 

for  Detoxification  and  Temporary  Mainte¬ 
nance  Treatment 

Name,  of  hospital _ 

Address _ 

Commissioner, 

Food  and  Drug  Administration, 

Bureau  of  Drugs  (HFD106) , 

Rockville,  MD  20852. 

Dear  Sir:  As  hospital  administrator,  I  sub¬ 
mit  this  request  for  approval  to  receive  sup¬ 
plies  of  methadone  to  be  used  for  analgesia 
In  severe  pain  and  for  detoxification  and 
maintenance  treatment  in  accord  with 
i  310.505  of  the  new  drug  regulations.  I 
understand  that  the  failure  to  abide  by  the 
requirements  described  below  may  result  in 
revocation  of  approval  to  receive  shipments 
of  methadone,  seizure  of  the  drug  supply  on 
hand,  injunction,  and  criminal  prosecution. 

I.  The  name  of  the  individual  (pharma¬ 

cist)  responsible  for  receiving  and  securing 
supplies  of  methadone  Is _ 

II.  There  are  a  total  of _ beds  In 

the  hospital. 

III.  A  general  description  of  the  hospital 
and  nature  of  patient  care  undertaken  Is 
attached. 

IV.  The  anticipated  quantity  of  metha¬ 
done  needed  per  year  Is - (Gnu.) . 

V.  Methadone  Is  permitted  to  be  adminis¬ 
tered  or  dispensed  only  for  detoxification  or 
temporary  treatment  of  hospitalized  pa¬ 
tients,  and  for  analgesia  In  severe  pain  for 
hospitalized  patients  and  outpatients.  If 


methadone  Is  administered  for  treatment 
of  heroin  dependence  for  more  than  3  weeks, 
the  procedure  passes  from  treatment  of  the 
acute  withdrawal  syndrome  (detoxification) 
to  maintenance  treatment.  Maintenance 
treatment  is  permitted  to  be  undertaken  only 
by  approved  methadone  programs.  This  does 
not  preclude  the  maintenance  treatment  of 
an  addict  who  is  hospitalized  for  treatment 
of  medical  conditions  other  than  addiction 
and  who  requires  temporary  maintenance 
treatment  during  the  critical  period  of  his 
stay  whose  enrollment  In  a  program  which 
has  approval  for  maintenance  treatment 
using  methadone  has  been  verified. 

VI.  Prior  to  filing  a  physician’s  prescrip¬ 
tion  for  methadone  for  outpatients,  I  shall 
obtain  from  the  physician  a  statement  Indi¬ 
cating  that  all  such  prescriptions  written  by 
him  shall  be  limited  to  use  for  analgesia  in 
severe  pain  and  his  agreement  to  maintain 
records  to  substantiate  such  use.  These  rec¬ 
ords  will  be  available  In  the  hospital  or  made 
available  at  the  request  of  the  hospital  ad¬ 
ministrator.  On  January  30  of  each  year, 
the  hospital  shall  report  to  the  Food  and 
Drug  Administration  the  names  and  ad¬ 
dresses  of  all  physicians  who  prescribed 
methadone  for  analgesia  on  an  outpatient 
basis  during  the  previous  year. 

VII.  Prescriptions  for  analgesia  may  be 
filled  only  If  they  are  written  by  a  physician 
who  has  submitted  the  required  statement 
to  the  hospital. 

VIII.  Accurate  records  shall  be  maintained 
showing  dates,  quantity,  and  batch  or  code 
marks  of  the  drug  for  Inpatient  and  outpa¬ 
tient  treatment.  T  ie  records  shall  be  retained 
for  a  period  of  3  years. 

IX.  The  Food  and  Drug  Administration  and 
the  State  authority  may  inspect  supplies  of 
the  drug  and  evaluate  the  uses  to  which  the 
drug  is  being  put.  The  identity  of  the  patient 
will  be  kept  confidential  except  when  It  is 
necessary  to  make  follow-up  Investigations 
on  adverse  effect  Information  related  to  the 
drug,  when  the  medical  welfare  of  the  pa¬ 
tient  would  be  threatened  by  a  failure  to 
reveal  such  Information,  or  when  It  is  neces¬ 
sary  to  verify  records  relating  to  approval  of 
the  hospital  or  any  portion  thereof.  The  con¬ 
fidentiality  requirements  of  21  CFR  Part  1401 
shall  be  followed. 

Signature _ 

(Hospital  official) 

PART  312— NEW  DRUGS  FOR 
INVESTIGATIONAL  USE 

Subpart  A — Exemptions  From  Section  505(a) 

Sec. 

312  1  Conditions  for  exemption  of  new 
drugs  for  investigational  use. 

312  9  New  drugs  for  investigational  use  in 
•  laboratory  research  animals  or  in 
vitro  tests. 

Subpart  B — Controlled  Substances 

312.10  Availability  of  records. 

Authority  :  Secs.  502,  503,  505,  701,  52  Stat. 
1051,  1052,  1053,  1055,  as  amended  (21  U.S.C. 
352,  353,  355,  371)  (5  U.S.C.  554)  unless 
otherwise  noted. 

Subpart  A — Exemptions  From  Section 
505(a) 

§  312.1  Conditions  for  exemption  of 
new  drugs  for  investigational  use. 

(a)  A  shipment  or  other  delivery  of  a 
new  drug  shall  be  exempt  from  section 
505(a)  of  the  act  if  all  the  following  con¬ 
ditions  are  met: 

(1)  The  label  of  such  drug  bears  the 
statement  “Caution:  New  drug — Limited 
by  Federal  (or  United  States)  law  to  in¬ 
vestigational  use.” 


(2)  The  person  claiming  the  exemp¬ 
tion  has  filed  with  the  Food  and  Drug 
Administration  a  completed  and  signed 
“Notice  of  Claimed  Investigational  Ex¬ 
emption  for  a  New  Drug”  in  triplicate, 
with  the  information  shown  below  in 
Form  FD-1571 ;  and  not  less  than  30  days 
have  elapsed  following  the  date  of  receipt 
of  the  notice  by  the  Food  and  Drug  Ad¬ 
ministration:  and  the  Food  and  Drug 
Administration  has  not,  prior  to  expira¬ 
tion  of  such  30-day  interval,  requested 
that  the  sponsor  continue  to  withhold  or 
to  restrict  use  of  the  drug  in  human  sub¬ 
jects.  The  30-day  delay  requirement  may 
be  waived  by  the  Food,  and  Drug  Ad¬ 
ministration  upon  a  showing  of  good 
reason  for  such  waiver. 

Form  FD-1571 

Department  of  Health.  Education,  and  Wel¬ 
fare,  Food  and  Drug  Administration 

Notice  of  Claimed  Investigational  Exemption 
for  a  New  Drug 

Name  of  sponsor _ _ 

Address  _ _ _ _ 


Name  of  Investigational  drug _ 

To  the  Secretary  of  Health,  Education,  and 

Welfare, 

For  the  Commissioner  of  Food  and  Drugs, 

5600  Fishers  Lane, 

Rockville  MD  20852 

Dear  Sir: 

The  sponsor, _ _ 

submits  this  notice  of  claimed  investiga¬ 
tional  exemption  for  a  new  drug  under  the 
provisions  of  section  505(1)  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act  and  5  312.1 
of  Title  21  of  the  Code  of  Federal  Regula¬ 
tions. 

Attached  hereto  are : 

1.  The  best  available  descriptive  name  of 
the  drug.  Including  to  the  extent  known  the 
chemical  name  and  structure  of  any  new- 
drug  substance,  and  a  statement  of  how  It  Is 
to  be  administered.  (If  the  drug  has  only 
a  code  name,  enough  Information  should  be 
supplied  to  Identify  the  drug.) 

2.  Complete  list  of  components  of  the 
drug,  Including  any  reasonable  alternates  for 
Inactive  components. 

3.  Complete  statement  of  quantitative 
composition  of  drug,  Including  reasonable 
variations  that  may  be  expected  during  the 
investigational  stage. 

4.  Description  of  source  and  preparation  of 
any  new-drug  substances  used  as  com¬ 
ponents,  Including  the  name  and  address  of 
each  supplier  or  processor,  other  than  the 
sponsor,  of  each  new-drug  substance. 

6.  A  statement  of  the  methods,  facilities, 
and  controls  used  for  the  manufacturing, 
processing,  and  packing  of  the  new  drug  to 
establish  and  maintain  appropriate  stand¬ 
ards  of  Identity,  strength,  quality,  and  purity 
as  needed  for  safety  and  to  give  significance 
to  clinical  Investigations  made  with  the 
drug. 

6.  A  statement  covering  all  Information 
available  to  the  sponsor  derived  from  pre- 
cllnical  investigations  and  any  clinical 
studies  and  experience  with  the  drug  as 
follows: 

a.  Adequate  information  about  the  pre- 
cllnlcal  Investigations,  Including  studies 
made  on  laboratory  animals,  on  the  basis 
of  which  the  sponsor  has  concluded  that  it 
is  reasonably  safe  to  Initiate  clinical  Investi¬ 
gations  with  the  drug:  Such  information 
should  Include  Identification  of  the  person 
who  conducted  each  Investigation;  Identifi¬ 
cation  and  qualifications  of  the  Individuals 
who  evaluated  the  results  and  concluded 
that  it  Is  reasonably  safe  to  Initiate  clinical 
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Investigations  with  the  drug  and  a  state¬ 
ment  of  where  the  Investigations  were  con¬ 
ducted  and  where  the  records  are  available 
for  Inspection;  and  enough  details  about 
the  Investigations  to  permit  scientific  review. 
The  precllnlcal  Investigations  shall  not  be 
considered  adequate  to  Justify  clinical  test¬ 
ing  unless  they  give  proper  attention  to  the 
conditions  of  the  proposed  clinical  testing. 
When  this  Information,  the  outline  of  the 
plan  of  clinical  pharmacology,  or  any  prog¬ 
ress  report  an  the  clinical  pharmacology.  In¬ 
dicates  a  need  for  full  review  of  the  pre¬ 
cllnlcal  data  before  a  clinical  trial  Is  Tinder- 
taken,  the  Department  will  notify  the  spon¬ 
sor  to  submit  the  complete  precllnlcal  data 
and  to  withhold  clinical  trials  until  the  re¬ 
view  is  completed  and  the  sponsor  notified. 
The  Food  and  Drug  Administration  will  be 
prepared  to  confer  with  the  sponsor  concern¬ 
ing  this  action. 

b.  If  the  drug  has  been  marketed  com¬ 
mercially  or  Investigated  (e.g.  outside  the 
United  States),  complete  Information  about 
such  distribution  or  Investigation  shall  be 
submitted,  along  with  a  complete  bibliog¬ 
raphy  of  any  publications  about  the  drug. 

c.  If  the  drug  Is  a  combination  of  pre¬ 
viously  Investigated  or  marketed  drugs,  an 
adequate  summary  of  preexisting  Informa¬ 
tion  from  precllnlcal  and  clinical  Investiga¬ 
tions  and  experience  with  Its  components, 
Including  all  reports  available  to  the  sponsor 
suggesting  side-effects,  contraindications, 
and  ineffectiveness  in  use  of  such  compo¬ 
nents:  Such  summary  should  Include  an  ade¬ 
quate  bibliography  of  publications  about  the 
components  and  may  Incorporate  by  refer¬ 
ence  any  Information  concerning  such  com¬ 
ponents  previously  submitted  by  the  spon¬ 
sor  to  the  Food  and  Drug  Administration. 
Include  a  statement  of  the  expected  phar¬ 
macological  effects  of  the  combination. 

7.  A  copy  (one  In  each  of  the  three  copies 
of  the  notice)  of  all  Informational  ma¬ 
terial,  including  label  and  labeling,  which 
Is  to  be  supplied  to  each  Investigator:  This 
shall  Include  an  accurate  description  of  the 
prior  Investigations  and  experience  and  their 
results  pertinent  to  the  safety  and  possible 
usefulness  of  the  drug  under  the  conditions 
of  the  Investigation.  It  shall  not  represent 
that  the  safety  or  usefulness  of  the  drug  has 
been  established  for  the  purposes  to  be  In¬ 
vestigated.  It  shall  describe  all  relevant  haz¬ 
ards,  contraindications,  side  effects,  and 
precautions  suggested  by  prior  Investigations 
and  experience  with  the  drug  under  Inves¬ 
tigation  and  related  drugs  for  the  informa¬ 
tion  of  clinical  investigators. 

8.  The  scientific  training  and  experience 
considered  appropriate  by  the  sponsor  to 
qualify  the  Investigators  as  suitable  experta 
to  Investigate  the  safety  of  the  drug,  bearing 
In  mind  what  Is  known  about  the  phar¬ 
macological  action  of  the  drug  and  the  phase 
of  the  Investigational  program  that  is  to  be 
undertaken. 

9.  The  names  and  a  summary  of  the 
training  and  experience  of  each  investigator 
and  of  the  Individual  charged  with  moni¬ 
toring  the  progress  of  the  Investigation  and 
evaluating  the  evidence  of  safety  and  effec¬ 
tiveness  of  the  drug  as  it  Is  received  from 
the  Investigators,  together  with  a  statement 
that  the  sponsor  has  obtained  from  each 
Investigator  a  completed  and  signed  form, 
as  provided  in  subparagraph  (12)  or  (13)  of 
this  paragraph,  and  that  the  Investigator 
Is  qualified  by  scientific  training  and  ex¬ 
perience  as  an  appropriate  expert  to  under¬ 
take  the  phase  of  the  investigation  outlined 
In  section  10  of  the  "Notice  of  claimed  in¬ 
vestigational  exemption  for  a  new  drug." 
(In  crucial  situations,  phase  3  Investigators 
may  be  added  and  this  form  supplemented 
by  rapid  oommunloatlon  methods,  and  the 
signed  Form  FD-1573  shall  be  obtained 
promptly  thereafter.) 
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10.  An  outline  of  any  phase  or  phases  of 
the  planned  Investigations  and  a  description 
of  the  Institutional  review  committee,  as 
follows: 

a.  Clinical  pharmacology.  This  Is  ordi¬ 
narily  divided  Into  two  phases:  Phase  1 
starts  when  the  new  drug  is  first  Introduced 
Into  man — only  animal  and  In  vitro  data 
are  available — with  the  purpose  of  deter¬ 
mining  human  toxicity,  metabolism,  absorp¬ 
tion,  elimination,  and  other  pharmacologi¬ 
cal  action,  preferred  route  of  administration, 
and  safe  dosage  range;  phase  2  covers  the 
initial  trials  on  a  limited  number  of  patients 
for  specific  disease  control  or  prophylaxis 
purposes.  A  general  outline  of  these  phases 
shall  be  submitted,  identifying  the  Investi¬ 
gator  or  investigators,  the  hospitals  or  re¬ 
search  facilities  where  the  clinical  phar¬ 
macology  will  be  undertaken,  any  expert 
committees  or  panels  to  be  utilized,  the  max¬ 
imum  number  of  subjects  to  be  Involved, 
and  the  estimated  duration  of  these  early 
phases  of  investigation.  Modification  of  the 
experimental  design  on  the  basis  of  expe¬ 
rience  gained  need  be  reported  only  in  the 
progress  reports  on  these  early  phases,  or  in 
the  development  of  the  plan  for  the  clinical 
trial,  phase  3.  The  first  two  phases  may 
overlap  and,  when  indicated,  may  require 
additional  animal  data  before  these  phases 
can  be  completed  or  phase  3  can  be  under¬ 
taken.  Such  animal  tests  shall  be  designed 
to  take  into  account  the  expected  duration 
of  administration  of  the  drug  to  human  be¬ 
ings,  the  age  groups  and  physical  status,  as 
for  example,  Infants,  pregnant  women,  pre¬ 
menopausal  women,  of  those  human  beings 
to  whom  the  drug  may  be  administered,  un¬ 
less  this  has  already  been  done  in  the  original 
animal  studies. 

b.  Clinical  trial.  This  phase  3  provides  the 
assessment  of  the  drug’s  safety  and  effective¬ 
ness  and  optimum  dosage  schedules  in  the 
diagnosis,  treatment,  or  prophylaxis  of 
groups  of  subjects  Involving  a  given  disease 
or  condition.  A  reasonable  protocol  is  de¬ 
veloped  on  the  basis  of  the  facts  accumulated 
In  the  earlier  phases.  Including  completed 
and  submitted  animal  studies.  This  phase 
Is  conducted  by  separate  groups  'ollowlng 
the  same  protocol  (with  reasonable  varia¬ 
tions  and  alternatives  permitted  by  the 
plan)  to  produce  well-controlled  clinical 
data.  For  this  phase,  the  following  data 
shall  be  submitted: 

I.  The  names  and  addresses  of  the  Investi¬ 
gators.  (Additional  investigators  may  be 
added.) 

II.  The  specific  nature  of  the  investiga¬ 
tions  to  be  conducted,  together  with  Infor¬ 
mation  or  case  report  forms  to  show  the 
scope  and  detail  of  the  planned  clinical 
observations  and  the  clinical  laboratory  tests 
to  be  made  and  reported. 

III.  The  approximate  number  of  subjects 
(a  reasonable  range  of  subjects  Is  permissible 
and  additions  may  be  made) ,  and  criteria 
proposed  for  subject  selection  by  age.  sex, 
and  condition. 

lv.  The  estimated  duration  of  the  clinical 
trial  and  the  Intervals,  not  exceeding  1  year, 
at  which  progress  reports  showing  the  re¬ 
sults  of  the  Investigations  will  be  submitted 
to  the  Food  and  Drug  Administration. 

c.  Institutional  review  committee.  If  the 
phases  of  clinical  study  as  described  under 
10a  and  b  above  are  conducted  on  institu¬ 
tionalized  subjects  or  are  conducted  by  an 
Individual  affiliated  with  an  Institution 
which  agrees  to  assume  responsibility  for 
the  study,  assurance  must  be  given  that  an 
Institutional  review  committee  Is  responsi¬ 
ble  for  Initial  and  continuing  review  and 
approval  of  the  proposed  clinical  study.  The 
membership  must  be  comprised  of  sufficient 
members  of  varying  background,  that  Is, 
lawyers,  clergymen,  or  laymen  as  well  as 
scientists,  to  assure  complete  and  adequate 
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review  of  the  research  project.  The  member¬ 
ship  must  posse S6  not  only  broad  compe¬ 
tence  to  comprehend  the  nature  of  the  proj¬ 
ect,  but  also  other  competencies  necessary 
to  Judge  the  acceptability  of  the  project  or 
activity  in  terms  of  Institutional  regulations, 
relevant  law,  standards  of  professional  prac¬ 
tice,  and  community  acceptance.  Assurance 
must  be  presented  that  neither  the  sponsor 
nor  the  investigator  has  participated  in  se¬ 
lection  of  committee  members;  that  the  re¬ 
view  committee  does  not  allow  participation 
In  its  review  and  conclusions  by,  any  indi¬ 
vidual  involved  In  the  conduct  of  the  re¬ 
search  activity  under  review  (except  to  pro¬ 
vide  information  to  the  committee);  that 
the  Investigator  will  report  to  the  committee 
for  review  any  emergent  problems,  serious 
adverse  reactions,  or  proposed  procedural 
changes  which  may  affect  the-  status  of  the 
Investigation  and  that  no  such  change  will 
be  made  without  committee  approval  except 
where  necessary  to  eliminate  apparent  im¬ 
mediate  hazards;  that  reviews  of  the  study 
will  be  conducted  by  the  review  committee 
at  intervals  appropriate  to  the  degree  of 
risk,  but  not  exceeding  1  year,  to  assure  that 
the  research  project  Is  being  conducted  in 
compliance  with  the  committee’s  under¬ 
standing  and  recommendations;  that  the  re¬ 
view  committee  Is  provided  all  the  informa¬ 
tion  on  the  research  project  necessary  for  its 
complete  review  of  the  project;  and  that  the 
review  committee  maintains  adequate  docu¬ 
mentation  of  Its  activities  and  develops  ade¬ 
quate  procedures  for  reporting  Its  findings 
to  the  institution.  The  documents  main¬ 
tained  by  the  committee  are  to  Include  the 
names  and  qualifications  of  committee  mem¬ 
bers,  records  of  information  provided  to  sub¬ 
jects  In  obtaining  Informed  consent,  com¬ 
mittee  discussion  on  substantive  issues  and 
their  resolution,  committee  recommenda¬ 
tions,  and  dated  reports  of  successive  reviews 
as  they  are  performed.  Copies  of  all  docu¬ 
ments  are  to  be  retained  for  a  period  of  3 
years  past  the  completion  or  discontinuance 
of  the  study  and  are  to  be  made  available 
upon  request  to  duly  authorized  representa¬ 
tives  of  the  Food  and  Drug  Administration. 
(Favorable  recommendations  by  the  commit¬ 
tee  are  subject  to  further  appropriate  review 
and  rejection  by  institution  officials.  Un¬ 
favorable  recommendations,  restrictions,  or 
conditions  may  not  be  overruled  by  the  In¬ 
stitution  officials.)  Procedures  for  the  orga¬ 
nization  and  operation  of  Institutional  review 
committees  are  contained  In  guidelines  is¬ 
sued  pursuant  to  Chapter  1-40  of  the  Grants 
Administration  Manual  of  the  U.S.  Depart¬ 
ment  of  Health,  Education,  and  Welfare, 
available  from  the  U.S.  Government  Printing 
Office.  It  Is  recommended  that  these  guide¬ 
lines  be  followed  In  establishing  institutional 
review  committees  and  that  the  committees 
function  according  to  the  procedures  de¬ 
scribed  therein.  A  signing  of  the  Form 
FD-1571  will  be  regarded  as  providing  the 
above  necessary  assurances.  If  the  institu¬ 
tion,  however,  has  on  file  with  the  Depart¬ 
ment  of  Health,  Education,  and  Welfare, 
Division  of  Research  Grants,  National  Insti¬ 
tutes  of  Health,  an  "accepted  general  assur¬ 
ance,"  and  the  same  committee  is  to  review 
the  proposed  study  using  the  same  proce¬ 
dures,  this  Is  acceptable  in  lieu  of  the  above 
assurances  and  a  statement  to  this  effect 
should  be  provided  with  the  signed  FD-1571. 
(In  addition  to  sponsor’s  continuing  respon¬ 
sibility  to  monitor  the  study,  the  Food  and 
Drug  Administration  will  undertake  Investi¬ 
gations  In  institutions  periodically  to  deter¬ 
mine  whether  the  committees  are  operating 
In  accord  with  the  assurances  given  by  the 
sponsor.) 

(The  notice  of  claimed  investigational  ex¬ 
emption  may  be  limited  to  any  one  or  more 
phases,  provided  the  outline  of  the  addi¬ 
tional  phase  or  phases  Is  submitted  before 
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such  additional  phases  begin.  This  does 
not  preclude  continuing  a  subject  on  the 
drug  from  phase  2  to  phase  3  without  In¬ 
terruption  while  the  plan  for  phase  3  Is 
being  developed.) 

Ordinarily,'  a  plan  for  clinical  trial  will 
not  be  regarded  as  reasonable  unless,  among 
other  things,  It  provides  for  more  than  one 
Independent  competent  Investigator  to  main¬ 
tain  adequate  case  histories  of  an  adequate 
number  of  subjects,  designed  to  record  ob¬ 
servations  and  permit  evaluation  of  any  and 
all  discernible  effects  attributable  to  the 
drug  In  each  Individual  treated,  and  com¬ 
parable  records  on  any  individuals  employed 
ae  controls.  These  records  shall  be  Individ¬ 
ual  records  far  each  subject  maintained  to 
Include  adequate  Information  pertaining  to 
each,  Including  age,  sex,  conditions  treated, 
dosage,  frequency  of  administration  of  the 
drug,  results  of  all  relevant  clinical  observa¬ 
tions  and  laboratory  examinations  made, 
adequate  Information  concerning  any  other 
treatment  given  and  a  full  statement  of  any 
adverse  effects  and  useful  results  observed, 
together  with  an  opinion  as  to  whether  such 
effects  or  results  are  attributable  to  the 
drug  under  Investigation. 

11.  A  statement  that  the  sponsor  will 
notify  the  Food  and  Drug  Administration 
If  the  Investigation  Is  discontinued,  and  the 
reason  therefor. 

13.  A  statement  that  the  sponsor  will 
notify  each  Investigator  If  a  new -drug  appli¬ 
cation  Is  approved,  or  If  the  Investigation 
Is  discontinued. 

13.  If  the  drug  Is  to  be  sold,  a  full  expla¬ 
nation  why  sale  Is  required  and  should  not 
be  regarded  as  the  commercialization  of  a 
new  drug  for  which  an  application  is  not 
approved. 

14.  A  statement  that  jjhe  sponsor  as¬ 
sures  that  clinical  studies  In  humans  will  not 
be  Initiated  prior  to  30  days  after  the  date  of 
receipt  of  the  notice  by  the  Food  and  Drug 
Administration  and  that  he  will  continue  to 
withhold  or  to  restrict  clinical  studies  If  re¬ 
quested  to  do  so  by  the  Food  and  Drug 
Administration  prior  to  the  expiration  of 
such  30  days.  If  such  request  is  made,  the 
sponsor  will  be  provided  specific  informa¬ 
tion  as  to  the  deficiencies  and  will  be  af¬ 
forded  a  conference  on  request.  The  30-day 
delay  may  be  waived  by  the  Food  and  Drug 
Administration  upon  a  showing  of  good  rea¬ 
son  for  such  waiver;  and  for  Investigations 
subject  to  Institutional  review  committee  ap¬ 
proval  as  described  in  item  10c.  above,  an 
additional  statement  assuring  that  the  In¬ 
vestigation  will  not  be  Initiated  prior  to 
approval  of  the  study  by  such  committee. 

Very  truly  yours. 


(Sponsor) 
Per _ 


(Indicate  authority) 

15.  When  requested  by  the  agency,  an 
environmental  Impact  analysis  report  pur¬ 
suant  to  }  6.1  of  this  chapter. 

(This  notice  may  be  amended  or  supple¬ 
mented  from  time  to  time  on  the  basis  of 
the  experience  gained  with  the  new  drug. 
Progress  reports  may  be  used  to  update  the 
notice.) 

Provided,  however.  That  where  a  new 
drug  limited  to  investigational  use  is 
proposed  for  shipment  to  a  foreign  coun¬ 
try  for  clinical  investigation,  in  lieu  of 
the  filing  of  a  “Notice  of  Claimed  Inves¬ 
tigational  Exemption  for  a  New  Drug” 
(Form  FD-1571),  the  Commissioner  will 
authorize  the  shipment  of  the  drug  if  he 
receives,  through  the  Department  of 
State,  a  formal  request  to  allow  such 
shipment,  from  the  government  of  the 


country  to  which  the  drug  Is  proposed  to 
be  shipped.  This  request  shall  specify 
that  said  government  has  adequate  in¬ 
formation  about  the  drug  and  the  pro¬ 
posed  investigational  use,  and  is  satisfied 
that  the  drug  may  legally  be  used  by  the 
intended  consignee  in  that  country.  This 
provisions  is  applicable  only  where  the 
drug  is  to  be  used  for  purposes  of  clinical 
investigation  and  does  not  apply  where 
it  is  intended  for  commercial  marketing 
or  use  in  routine  medical  practice. 

(3)  Each  shipment  or  delivery  is  made 
in  accordance  with  the  commitments  in 
the  “Notice  of  claimed  investigational 
exemption  for  a  new  drug.” 

(4)  The  sponsor  maintains  adequate 
records  showing  the  Investigator  to 
whom  shipped,  date,  quantity,  and  batch 
or  code  mark  of  each  such  shipment  and 
delivery,  until  2  yean  after  a  new-drug 
application  Is  approved  for  the  drug; 
or.  If  an  application  Is  not  approved, 
until  2  yean  after  shipment  and  delivery 
of  the  drug  for  Investigational  use  Is  dis¬ 
continued  and  the  Food  and  Drug  Ad¬ 
ministration  has  been  so  notified.  Upon 
the  request  of  a  scientifically  trained 
and  properly  authorized  employee  of  the 
Department  at  reasonable  times,  the 
sponsor  makes  the  records  referred  to  In 
this  subparagraph  and  in  paragraph 
(a)(2)  of  this  section  available  for  in¬ 
spection,  and  upon  written  requests  sub¬ 
mits  such  records  or  copies  of  them  to 
the  Food  and  Drug  Administration.  If 
the  Investigational  drug  Is  subject  to  the 
Comprehensive  Drug  Abuse  Prevention 
and  Control  Act  of  1970  adequate  pre¬ 
cautions  are  taken.  Including  storage  of 
the  Investigational  drug  In  a  securely 
locked,  substantially  constructed  cabi¬ 
net,  or  other  securely  locked,  substan¬ 
tially  constructed  enclosure,  access  to 
which  Is  limited,  to  prevent  theft  or  di¬ 
version  of  the  substance  Into  Illegal 
channels  of  distribution. 

(5)  The  sponsor  monitors  the  progress 
of  the  investigations  and  currently  eval¬ 
uates  the  evidence  relating  to  the  safety 
and  effectiveness  of  the  drug  as  it  is  ob¬ 
tained  from  the  investigators.  Accurate 
progress  reports  of  the  investigations 
and  significant  findings,  together  with 
any  significant  changes  In  the  Informa¬ 
tional  material  supplied  to  Investigators, 
shall  be  submitted  to  the  Food  and  Drug 
Administration  at  reasonable  Intervals, 
not  exceeding  1  year.  All  reports  of  the 
investigation  shall  be  retained  until  2 
years  after  a  new-drug  application  is  ap¬ 
proved  for  the  drug;  or,  if  an  application 
is  not  approved,  until  2  years  after  ship¬ 
ment  and  delivery  of  the  drug  for  in¬ 
vestigational  use  is  discontinued  and  the 
Food  and  Drug  Administration  so  noti¬ 
fied.  Upon  request  of  a  scientifically 
trained  and  properly  authorized  em¬ 
ployee  of  the  Department  at  reasonable 
times,  these  reports  shall  be  made  avail¬ 
able  for  inspection,  and  on  written  re¬ 
quest  copies  of  these  reports  shall  be 
submitted  to  the  Food  and  Drug 
Administration. 

(6)  The  sponsor  shall  promptly  in¬ 
vestigate  and  report  to  the  Food  and 
Drug  Administration  and  to  all  investi¬ 
gators  any  findings  associated  with  use 


of  the  drug  that  may  suggest  significant 
hazards,  contraindications,  side-effects, 
and  precautions  pertinent  to  the  safety 
of  the  drug.  If  the  finding  is  alarming 
it  shall  be  reported  Immediately  and  the 
clinical  investigation  discontinued  until 
the  finding  is  adequately  evaluated  and 
a  decision  reached  that  it  is  safe  to 
proceed. 

(7)  If  the  investigations  adduce  facts 
showing  that  there  is  substantial  doubt 
that  they  may  be  continued  safely  in 
relation  to  the  drug’s  potential  thera¬ 
peutic  effects,  the  sponsor  shall  promptly 
discontinue  the  Investigation,  notify  all 
investigators  and  the  Food  and  Drug 
Administration,  recall  all  stocks  of  the 
drug  outstanding,  and  furnish  the  Food 
and  Drug  Administration  with  a  full  re¬ 
port  of  the  reason  for  discontinuing  the 
investigation.  The  Food  and  Drug  Ad¬ 
ministration  will  be  prepared  to  confer 
with  the  sponsor  on  the  need  to  discon¬ 
tinue  the  investigation. 

(8)  The  sponsor  shall  discontinue 
shipments  or  deliveries  of  the  new  drug 
to  any  investigator  who  has  repeatedly 
or  deliberately  failed  to  maintain  or 
make  available  his  records  or  reports  of 
his  investigations. 

(9)  The  sponsor  shall  not  unduly  pro¬ 
long  distribution  of  the  drug  for  in¬ 
vestigational  use  but  shall  submit  an 
application  for  the  drug  pursuant  to  sec¬ 
tion  505(b)  of  the  act  (or  give  reasons 
for  not  submitting  such  application,  or  a 
statement  that  the  investigation  has 
been  discontinued  and  the  reasons 
therefor) : 

(i)  With  reasonable  promptness  after 
finding  that  the  results  of  such  investi¬ 
gation  appear  to  establish  the  safety  and 
effectiveness  of  the  drug;  or 

(ii)  Within  60  days  after  receipt  of  a 
written  request  for  such  an  application 
from  the  Commissioner. 

(10)  Neither  the  sponsor  nor  any  per¬ 
son  acting  for  or  on  behalf  of  the  sponsor 
shall  disseminate  any  promotional  mate¬ 
rial  representing  that  the  drug  being  dis¬ 
tributed  interstate  for  Investigational 
use  is  safe  or  useful  for  the  purposes  for 
which  it  is  under  investigation.  This 
regulation  is  not  intended  to  restrict  the 
full  exchange  of  scientific  information 
concerning  the  drug,  including  dissem¬ 
ination  of  scientific  findings  in  scientific 
or  lay  communications  media;  its  sole 
intent  is  to  restrict  promotional  claims 
of  safety  or  effectiveness  by  the  sponsor 
while  the  drug  is  under  investigation  to 
establish  its  safety  or  effectiveness. 

(11)  The  sponsor  shall  not  commer¬ 
cially  distribute  nor  test-market  the 
drug  until  a  new-drug  application  is  ap¬ 
proved  pursuant  to  section  505(b)  of  the 
act. 

(12)  The  sponsor  shall  obtain  from 
each  investigator  involved  in  clinical 
pharmacology  a  signed  statement  in  the 
following  form: 

Form  FD-1572 

Department  of  Health,  Education,  and 

Welfare,  Food  and  Drug  Administration 
Statement  of  Investigator  (Clinical 
Pharmacology) 

Name  of  Investigator _ 

Date  _ 
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Name  of  drug _ _ _ 

To  supplier  of  the  drug: 

Name _ _ _ _ _ 

Address _ 

Dear  Sir: 

The  undersigned,  _ _ 

submits  this  statement  as  required  by  sec¬ 
tion  505(1)  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  and  §  312.1  of  Title  21  of  Code 
of  Federal  Regulations  as  a  condition  for 
receiving  and  conducting  clinical  pharma¬ 
cology  with  a  new  drug  limited  by  Federal 
(or  United  States)  law  to  Investigational 
use. 

1.  A  statement  of  the  education  and  train¬ 
ing  that  qualifies  me  for  clinical  pharma¬ 
cology. 

2.  The  name  and  address  of  the  medical 
school,  hospital,  or  other  research  facility 
where  the  clinical  pharmacology  will  be 
conducted. 

3.  If  the  experimental  project  Is  to  be  con¬ 
ducted  on  Institutionalized  subjects  or  Is 
conducted  by  an  Individual  affiliated  with  an 
institution  which  agrees  to  assume  respon¬ 
sibility  for  the  study,  assurance  mu6t  be  given 
that  an  Institutional  review  committee  Is 
responsible  for  Initial  and  continuing  re¬ 
view  and  approval  of  the  proposed  clinical 
study.  The  membership  must  be  comprised 
of  sufficient  members  of  varying  background, 
that  Is,  lawyers,  clergymen,  or  laymen  as 
well  as  scientists,  to  assure  complete  and  ade¬ 
quate  review  of  the  research  project.  The 
membership  must  possess  not  only  broad 
competence  to  comprehend  the  nature  of  the 
project,  but  also  other  competencies  neces¬ 
sary  to  Judge  the  acceptability  of  the  proj¬ 
ect  or  activity  In  terms  of  Institutional  regu¬ 
lations,  relevant  law,  standards  of  profes¬ 
sional  practice,  and  community  acceptance. 
Assurance  must  be  presented  that  the  In¬ 
vestigator  has  not  participated  In  the  selec¬ 
tion  of  committee  members;  that  the  review 
committee  does  not  allow  participation  In 
Its  review  and  conclusions  by  any  individual 
Involved  In  the  conduct  of  the  research  ac¬ 
tivity  under  review  (except  to  provide  Infor¬ 
mation  to  the  committee) ;  that  the  Investi¬ 
gator  will  report  to  the  committee  for  review 
any  emergent  problems,  serious  adverse  reac¬ 
tions,  or  proposed  procedural  changes  which 
may  affect  the  status  of  the  Investigation  and 
that  no  such  change  will  be  made  without 
committee  approval  except  where  necessary 
to  eliminate  apparent  immediate  hazards: 
that  reviews  of  the  study  will  be  conducted 
by  the  review  committee  at  Intervals  appro¬ 
priate  to  the  degree  of  risk,  but  not  exceeding 
1  year,  to  assure  that  the  research  project  Is 
being  conducted  In  compliance  with  the  com¬ 
mittee’s  understanding  and  recommenda¬ 
tions;  that  the  review  committee  is  provided 
all  the  information  on  the  research  project 
necessary  for  its  complete  review  of  the  proj¬ 
ect;  and  that  the  review  committee  main¬ 
tains  adequate  documentation  of  Its  activi¬ 
ties  and  develops  adequate  procedures  for 
reporting  its  findings  to  the  Institution  The 
documents  maintained  by  the  committee  are 
to  include  the  names  and  qualifications  of 
committee  members,  records  of  Information 
provided  to  subjects  In  obtaining  informed 
consent,  committee  discussion  on  substan¬ 
tive  Issues  and  their  resolution,  committee 
recommendations,  and  dated  reports  of  suc¬ 
cessive  reviews  as  they  are  performed.  Copies 
of  all  documents  are  to  be  retained  for  a 
period  of  3  years  past  the  completion  or  dis¬ 
continuance  of  the  study  and  are  to  be  made 
available  upon  request  to  duly  authorized 
representatives  of  the  Food  and  Drug  Ad¬ 
ministration.  (Favorable  recommendations 
by  the  committee  are  subject  to  further  ap¬ 
propriate  review  and  rejection  by  Institution 
officials.  Unfavorable  recommendations,  re¬ 
strictions,  or  conditions  may  not  be  overruled 
by  the  institution  officials.)  Procedures  for 
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the  organization  and  operation  of  institu¬ 
tional  review  committees  are  contained  in 
guidelines  Issued  pursuant  to  Chapter  1-40 
of  the  Grants  Administration  Manual  of 
the  U.S.  Department  of  Health,  Education, 
and  Welfare,  available  from  the  U.S.  Govern¬ 
ment  Printing  Office.  It  is  recommended  that 
these  guidelines  be  followed  in  establishing 
institutional  review  committees  and  that  the 
committees  function  according  to  the  pro¬ 
cedures  described  therein.  A  signing  of  the 
Form  FD-1572  will  be  regarded  as  provid¬ 
ing  the  above  necessary  assurance;  however, 
if  the  Institution  has  on  file  with  the  De¬ 
partment  of  Health,  Education,  and  Welfare, 
Division  of  Research  Grants,  National  In¬ 
stitutes  of  Health,  an  “accepted  general  as¬ 
surance;”  and  the  same  committee  is  to 
review  the  proposed  study  using  the  same 
procedures,  this  Is  acceptable  in  lieu  of  the 
above  assurances  and  a  statement  to  this  ef¬ 
fect  should  be  provided  with  the  signed  FD- 
1572.  (In  addition  to  sponsor’s  continuing 
responsibility  to  monitor  the  study,  the 
Food  and  Drug  Administration  will  under¬ 
take  Investigations  in  Institutions  periodi¬ 
cally  to  determine  whether  the  committees 
are  operating  In  accord  with  the  assurances 
given  by  the  sponsor.) 

4.  The  estimated  duration  of  the  project, 
and  the  maximum  number  of  subjects  that 
will  be  Involved. 

5.  A  general  outline  of  the  project  to  be 
undertaken  (modification  Is  permitted  on  the 
basis  of  experience  gained,  without  advance 
submission  of  amendments  to  the  general 
outline,  but  with  the  approval  of  the  review 
committee  and  upon  notification  of  the 
sponsor) . 

6.  The  undersigned  understands  that  the 
following  conditions  generally  applicable  to 
new  drugs  for  investigational  use  govern  his 
receipt  and  use  of  this  Investigational  drug: 

a.  The  sponsor  Is  required  to  supply  the 
Investigator  with  full  Information  concern¬ 
ing  the  precllnical  Investigation  that  Justi¬ 
fies  clinical  pharmacology. 

b.  The  Investigator  Is  required  to  main¬ 
tain  adequate  records  of  the  disposition  of  all 
receipts  of  the  drug,  including  dates,  quan¬ 
tity,  and  use  by  subjects,  and  If  the  clinical 
pharmacology  Is  suspended,  terminated,  dis¬ 
continued,  or  completed,  to  return  to  the 
sponsor  any  unused  supply  of  the  drug.  If 
the  investigational  drug  is  subject  to  the 
Comprehensive  Drug  Abuse  Prevention  and 
Control  Act  of  1970,  adequate  precautions 
must  be  taken.  Including  storage  of  the 
Investigational  drug  in  a  securely  locked, 
substantially  constructed  cabinet,  or  other 
securely  locked,  substantially  constructed 
enclosure,  access  to  which  Is  limited,  to 
prevent  theft  or  diversion  of  the  substance 
into  illegal  channels  of  distribution. 

c.  The  Investigator  Is  required  to  prepare 
and  maintain  adequate  case  histories  de¬ 
signed  to  record  all  observations  and  other 
data  pertinent  to  the  clinical  pharmacology. 

d.  The  Investigator  Is  required  to  furnish 
his  reports  to  the  sponsor  who  Is  responsible 
for  collecting  and  evaluating  the  results,  and 
presenting  progress  reports  to  the  Food  and 
Drug  Administration  at  appropriate  Inter¬ 
vals,  not  exceeding  1  year.  Any  adverse 
effect  which  may  reasonably  be  regarded  as 
caused  by,  or  Is  probably  caused  by,  the 
new  drug  shall  be  reported  to  the  sponsor 
promptly;  and  If  the  adverse  effect  Is  alarm¬ 
ing  It  shall  be  reported  Immediately.  An 
adequate  report  of  the  clinical  pharmacology 
should  be  furnished  to  the  sponsor  shortly 
after  completion. 

e.  The  Investigator  shall  maintain  the 
records  of  disposition  of  the  drug  and  the 
case  reports  described  above  for  a  period 
of  2  years  following  the  date  the  new-drug 
application  Is  approved  for  the  drug;  or 
If  no  application  is  to  be  filed  or  Is  approved 
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until  2  years  after  the  Investigation  is  dis¬ 
continued  and  the  Food  and  Drug  Admin¬ 
istration  so  notified.  Upon  the  request  of  a 
scientifically  trained  and  specifically  au¬ 
thorized  employee  of  the  Department,  at  rea¬ 
sonable  times,  the  Investigator  will  make 
such  records  available  for  Inspection  and 
copying.  The  names  of  the  subjects  need 
not  be  divulged  unless  the  records  of  the 
particular  subjects  require  a  more  detailed 
study  of  the  oases,  or  unless  there  Is  reason 
to  believe  that  the  records  do  not  represent 
actual  studies  or  do  not  represent  actual 
results  obtained. 

f.  The  Investigator  certifies  that  the  drug 

will  be  administered  only  to  subjects  under 
his  personal  supervision  or  under  the  super¬ 
vision  of  the  following  Investigators  re¬ 
sponsible  to  him, _ _  and  that  the 

drug  will  not  be  supplied  to  any  other  In¬ 
vestigator  or  to  any  clinic  for  administration 
to  subjects. 

g.  The  Investigator  certifies  that  he  will 
Inform  any  patients  or  any  persons  used  as 
controls,  or  their  representatives,  that  drugs 
are  being  used  for  Investigational  purposes, 
and  will  obtain  the  consent  of  the  subjects, 
or  their  representatives,  except  where  this 
Is  not  feasible  or.  In  the  investigator’s  pro¬ 
fessional  Judgment,  Is  contrary  to  the  best 
interests  of  the  subjects. 

h.  The  Investigator  Is  required  to  assure 
the  sponsor  that  for  Investigations  involving 
Institutionalized  subjects  the  studies  will  not 
be  initiated  until  the  Institutional  review 
committee  has  reviewed  and  approved  the 
study.  (The  organization  and  procedure  re¬ 
quirements  for  such  a  committee  should  be 
explained  to  the  Investigator  by  the  sponsor 
as  set  forth  In  Form  FD-1571,  division  10, 
unit  c.) 

Very  truly  yours, 


(Name  of  Investigator) 


(Address) 


(13)  The  sponsor  shall  obtain  from 
each  investigator  involved  in  clinical 
trials  a  signed  statement  in  the  follow¬ 
ing  form: 

Form  FD-1573 

Department  of  Health,  Education,  and 

Welfare,  Food  and  Drug  Administration 

Statement  of  Investigator 

Name  of  Investigator _ 

Date . . . . . . 

Name  of  drug _ 

To  supplier  of  drug: 

Name _ 

Address  _ 

Dear  Sir: 

The  undersigned, _ _ 

submits  this  statement  as  required  by  sec¬ 
tion  605(1)  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  and  I  312.1  of  Title  21  of  the 
Code  of  Federal  Regulations  as  a  condition 
for  receiving  and  conducting  clinical  Investi¬ 
gations  with  a  new  drug  limited  by  Federal 
(or  United  States)  law  to  Investigational  use. 

1.  The  following  Is  a  statement  of  my  edu¬ 
cation  and  experience: 

a.  Colleges,  universities,  and  medical  or 
other  professional  schools  attended,  with 
dates  of  attendance,  degrees,  and  dates  de¬ 
grees  were  awarded. 

b.  Postgraduate  medical  or  other  profes¬ 
sional  training:  Dates,  names  of  Institutions, 
and  nature  of  training. 

c.  Teaching  or  research  experience:  Dates, 
institutions,  brief  description  of  experience. 

d.  Experience  In  medical  practice  or  other 
professional  experience:  Dates,  Institutional 
affiliations,  nature  of  practice,  or  other  pro¬ 
fessional  experience. 
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e.  Representative  list  of  pertinent  medical 
or  other  scientific  publications:  Titles  of 
articles,  names  of  publications  and  volume, 
page,  number,  and  date. 

(If  this  Information  has  previously  been  sub¬ 
mitted  to  the  sponsor,  it  may  be  referred  to 
and  any  additions  made  to  bring  it  up  to 

date.) 

2a.  If  the  investigation  is  to  be  conducted 
on  institutionalized  subjects  or  is  conducted 
by  an  Individual  affiliated  with  an  institu¬ 
tion  which  agrees  to  assume  responsibility 
for  the  study,  assurance  must  be  given  that 
an  Institutional  review  committee  is  respon¬ 
sible  for  initial  and  continuing  review  and 
approval  of  the  proposed  clinical  study.  The 
membership  must  be  comprised  of  sufficient 
members  of  varying  background,  that  is, 
lawyers,  clergymen,  or  laymen  as  well  as 
scientists,  to  assure  complete  and  adequate 
review  of  the  research  project.  The  member¬ 
ship  must  possess  not  only  broad  competence 
to  comprehend  the  nature  of  the  project,  but 
also  other  competencies  necessary  to  Judge 
the  acceptability  of  the  project  or  activity 
in  terms  of  institutional  regulations,  relevant 
law,  standards  of  professional  practice  and 
community  acceptance.  Assurance  must  be 
presented  that  the  investigator  has  not 
participated  in  the  selection  of  committee 
members;  that  the  review  committee  does 
not  allow  participation  in  its  review  and  con¬ 
clusions  by  any  individual  Involved  in  the 
conduct  of  the  research  activity  under  re¬ 
view  (except  to  provide  Information  to  the 
committee)  that  the  investigator  will  report 
to  the  committee  for  review  any  emergent 
problems,  serious  adverse  reactions,  or  pro¬ 
posed  procedural  changes  which  may  affect 
the  status  of  the  investigation  and  that  no 
such  change  will  be  made  without  committee 
approval  except  where  necessary  to  eliminate 
apparent  immediate  hazards;  that  reviews  of 
the  study  will  be  conducted  by  the  review 
committee  at  intervals  appropriate  to  the 
degree  of  risk,  but  not  exceeding  1  year,  to 
assure  that  the  research  project  is  being  con¬ 
ducted  in  compliance  with  the  committee’s 
understanding  and  recommendations;  that 
the  review  committee  is  provided  all  the  in¬ 
formation  on  the  research  project  necessary 
for  its  complete  review  of  the  project;  and 
that  the  review  committee  maintains  ade¬ 
quate  documentation  of  its  activities  and 
develops  adequate  procedures  for  reporting 
its  findings  to  the  institution.  The  docu¬ 
ments  maintained  by  the  committee  are  to 
include  the  names  and  qualifications  of 
committee  members,  records  of  information 
provided  to  subjects  in  obtaining  informed 
consent,  committee  discussion  on  substantive 
Issues  and  their  resolution,  committee  rec¬ 
ommendations,  and  dated  reports  of  suc¬ 
cessive  reviews  as  they  are  performed.  Copies 
of  all  documents  are  to  be  retained  for  a 
period  of  3  years  past  the  completion  or  dis¬ 
continuance  of  the  study  and  are  to  be  made 
available  upon  request  to  duly  authorized 
representatives  of  the  Food  and  Drug  Admin¬ 
istration.  (Favorable  recommendations  by  the 
committee  are  subject  to  further  appropriate 
review  and  rejection  by  institution  officials. 
Unfavorable  recommendations,  restrictions, 
or  conditions  may  not  be  overruled  by  the 
Institution  officials.)  Procedures  for  the 
organization  and  operation  of  institutional 
review  committees  are  contained  in  guide¬ 
lines  Issued  pursuant  to  Chapter  1-40  of  the 
Grants  Administration  Manual  of  the  U.8. 
Department  of  Health,  Education,  and  Wel¬ 
fare,  available  from  the  U£,  Government 
Printing  Office.  It  is  recommended  that  these 
guidelines  be  followed  in  establishing  in¬ 
stitutional  review  committees  and  that  the 
committees  function  according  to  the  pro¬ 
cedures  described  therein.  A  signing  of  the 
Form  FD-1573  will  be  regarded  as  providing 


the  above  necessary  assurances;  however,  if 
the  institution  has  on  file  with  the  Depart¬ 
ment  of  Health,  Education,  and  Welfare, 
Division  of  Research  Grants,  National  Insti¬ 
tutes  of  Health,  and  “accepted  general  as¬ 
surance,’*  and  the  same  committee  is  to 
review  the  proposed  study  using  the  same 
procedures,  this  is  acceptable  in  lieu  of  the 
above  assurances  and  a  statement  to  this 
effect  should  be  provided  with  the  signed 
FD-1573.  (In  addition  to  sponsor's  continu¬ 
ing  responsibility  to  monitor  the  study,  the 
Food  and  Drug  Administration  will  undertake 
investigations  in  institutions  periodically  to 
determine  whether  the  committees  are  op¬ 
erating  in  accord  with  the  assurances  given 
by  the  sponsor.) 

b.  A  description  of  any  clinical  laboratory 
facilities  that  will  be  used.  (If  this  informa¬ 
tion  has  been  submitted  to  the  sponsor  and 
reported  by  him  on  Form  FD-1571,  reference 
to  the  previous  submission  will  be  adequate) . 

3.  The  investigational  drug  will  be  used  by 
the  undersigned  or  under  his  supervision 
in  accordance  with  the  plan  of  investigation 
described,  as  follows:  (Outline  the  plan  of 
investigation,  including  approximation  of  the 
number  of  subjects  to  be  treated  with  the 
drug  and  the  number  to  be  employed  as  con¬ 
trols,  if  any;  clinical  uses  to  be  Investigated; 
characteristics  of  subjects  by  age,  sex,  and 
condition;  the  kind  of  clinical  observations 
and  laboratory  tests  to  be  undertaken  prior 
to,  during,  and  after  administration  of  the 
drug;  the  estimated  duration  of  the  investi¬ 
gation;  and  a  description  or  copies  of  report 
forms  to  be  used  to  maintain  an  adequate 
record  of  the  observations  and  tests  results 
obtained.  This  plan  may  Include  reasonable 
alternates  and  variations,  and  should  be  sup¬ 
plemented  or  amended  when  any  significant 
change  in  direction  or  scope  of  the  investi¬ 
gation  is  undertaken.) 

4.  The  undersigned  understands  that  the 
following  conditions,  generally  applicable  to 
new  drugs  far  investigational  use,  govern  his 
receipts  and  use  of  this  investigational  drug : 

a.  The  sponsor  is  required  to  supply  the 
investigator  with  full  information  concern¬ 
ing  the  preclinlcal  investigations  that  Justify 
clinical  trials,  together  with  fully  informative 
material  describing  any  prior  investigations 
and  experience  and  any  possible  hazards, 
contraindications,  side-effects,  and  precau¬ 
tions  to  be  taken  into  account  in  the  course 
of  the  Investigation. 

b.  The  investigator  is  required  to  maintain 
adequate  records  of  the  disposition  of  all 
receipts  of  the  drug,  including  dates,  quan¬ 
tity,  and  use  by  subjects,  and  if  the 
investigation  is  terminated,  suspended, 
discontinued,  or  completed,  to  return  to  the 
sponsor  any  unused  supply  of  the  drug.  If 
the  investigational  drug  is  subject  to  the 
Comprehensive  Drug  Abuse  Prevention  and 
Control  Act  of  1970,  adequate  precautions 
must  be  taken,  including  storage  of  the  in¬ 
vestigational  drug  in  a  securely  locked,  sub¬ 
stantially  constructed  cabinet,  or  other 
securely  locked,  substantially  constructed 
enclosure,  access  to  which  is  limited,  to  pre¬ 
vent  theft  or  diversion  of  the  substance  into 
illegal  channels  of  distribution. 

c.  The  investigator  is  required  to  prepare 
and  maintain  adequate  and  accurate  case 
histories  designed  to  record  all  observations 
and  other  data  pertinent  to  the  investigation 
on  each  individual  treated  with  the  drug  or 
employed  as  a  control  in  the  investigation. 

d.  The  investigator  is  required  to  furnish 
his  reports  to  the  sponsor  of  the  drug  who  is 
responsible  for  collecting  and  evaluating  the 
results  obtained  by  various  investigators. 
The  sponsor  is  required  to  present  progress 
reports  to  the  Food  and  Drug  Administration 
at  appropriate  Intervals  not  exceeding  1  year. 
Any  adverse  effects  that  may  reasonably  be 


regarded  as  caused  by,  or  probably  caused  by, 
the  new  drug  shall  be  reported  to  the  sponsor 
promptly,  and  if  the  adverse  effect  is  alarm¬ 
ing,  it  shall  be  reported  Immediately.  An 
adequate  report  of  the  investigation  should 
be  furnished  to  the  sponsor  shortly  after 
completion  of  the  investigation. 

e.  The  Investigator  shall  maintain  the 
records  of  disposition  of  the  drug  and  the 
case  histories  described  above  for  a  period 
of  2  years  following  the  date  a  new-drug 
application  is  approved  for  the  drug;  or  if 
the  application  is  not  approved,  until  2  years 
after  the  investigation  is  discontinued.  Upon 
the  request  of  a  scientifically  trained  and 
properly  authorized  employee  of  the  Depart¬ 
ment,  at  reasonable  times,  the  investigator 
will  make  such  records  available  for  inspec¬ 
tion  and  copying.  The  subjects’  names  need 
not  be  divulged  unless  the  records  of  par¬ 
ticular  individuals  require  a  more  detailed 
study- of  the  cases,  or  unless  there  is  reason 
to  believe  that  the  records  do  not  represent 
actual  cases  studied,  or  do  not  represent 
actual  results  obtained. 

f.  The  Investigator  certifies  that  the  drug 

will  be  administered  only  to  subjects  under 
his  personal  supervision  or  under  the  super¬ 
vision  of  the  following  investigators  respon¬ 
sible  to  him, _ _  and  that  the  drug 

will  not  be  supplied  to  any  other  investigator 
or  to  any  ollnic  for  administration  tq 
subjects. 

g.  The  investigator  certifies  that  he  will 
inform  any  subjects.  Including  subjects  used 
as  controls,  or  their  representatives,  that 
drugs  are  being  used  for  investigational  pur¬ 
poses,  and  will  obtain  the  consent  of  the 
subjects,  or  their  representatives,  except 
where  this  is  not  feasible  or,  in  the  investi¬ 
gator's  professional  Judgment,  is  contrary  to 
the  best  interests  of  the  subjects. 

h.  The  investigator  is  required  to  assure 
the  sponsor  that  for  Investigations  involv¬ 
ing  Institutionalized  subjects,  the  studies 
will  not  be  initiated  until  the  institutional 
review  committee  has  reviewed  and  approved 
the  study.  (The  organization  and  procedure 
requirements  for  such  a  committee  should 
be  explained  to  the  investigator  by  the  spon¬ 
sor  as  set  forth  in  form  FD-1571,  division 
10,  unit  c.) 

Very  truly  yours, 


(Name  of  investigator) 


(Address) 


(This  form  should  be  supplemented  or 
amended  from  time  to  time  if  new  subjects 
are  added  or  if  significant  changes  are  made 
in  the  plan  of  Investigation.) 

(b)  A  shipment  or  other  delivery  of 
a  new  drug  that  is  being  imported  or  is 
offered  for  importation  into  the  United 
States  shall  be  exempt  from  the  require¬ 
ments  of  section  505(a)  of  the  act  if  the 
following  conditions  are  complied  with: 

(1)  The  label  of  such  drug  bears  the 
statement  “Caution:  New  Drug — limited 
by  Federal  (or  United  States)  law  to 
investigational  use’*;  and 

(2)  The  importer  of  all  such  ship¬ 
ments  or  deliveries  is  an  agent  of  the 
foreign  exporter  residing  in  the  United 
States  or  the  ultimate  consignee,  which 
person  has  prior  to  such  shipments  and 
deliveries  completed  and  submitted 
signed  copies  to  the  Food  and  Drug  Ad¬ 
ministration  of  the  “Notice  of  claimed 
investigational  exemption  for  a  new 
drug”;  and  acts  as  the  sponsor  of  the 
clinical  investigation  to  assure  compli- 
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ance  with  the  conditions  prescribed  by 
paragraph  (a)  of  this  section;  or 

(3)  The  drug  is  shipped  directly  to 
a  scientific  institution  with  adequate  fa¬ 
cilities  and  qualified  personnel  to  conduct 
clinical  pharmacology  and  is  intended 
solely  for  such  use  in  such  institutions 
and  a  “Notice  of  claimed  investigational 
exemption  for  a  new  drug”  covering  this 
activity  has  been  filed. 

(4)  Not  less  than  30  days  have  elapsed 
following  the  date  of  receipt  of  the  notice 
by  the  Pood  and  Drug  Administration; 
and  the  Pood  and  Drug  Administration 
has  not  prior,  to  expiration  of  such  30- 
day  interval,  requested  that  the  sponsor 
continue  to  withhold  or  to  restrict  use 
of  the  drug  in  human  subjects.  The  30- 
day  delay  requirement  may  be  waived  by 
the  Food  and  Drug  Administration  upon 
a  showing  of  good  reason  for  such  waiver. 

(c)  (1)  Whenever  the  Pood  and  Drug 

Administration  has  information  indi¬ 
cating  that  an  investigator  has  repeat¬ 
edly  or  deliberately  failed  to  comply  with 
the  conditions  of  these  exempting  regu¬ 
lations  outlined  in  Form  FD-1572  or 
FD-1373  (set  forth  in  paragraph  (a) 
(12)  and  (13)  of  this  section),  or  has 
submitted  to  the  sponsor  of  the  investi¬ 
gation  false  information  in  his  Form 
FD-1572  or  FD-1573  or  in  any  required 
report,  the  Director  of  the  Bureau  of 
Drugs  will  furnish  the  investigator 
written  notice  of  the  matter  complained 
of  in  general  terms  and  offer  him  an 
opportunity  to  explain  the  matter  in  an 
Informal  conference  and/or  in  writing. 
If  an  explanation  is  offered  but  not  ac¬ 
cepted  by  the  Bureau  of  Drugs,  the 
Commissioner  will  provide  the  investi¬ 
gator  an  opportunity  for  an  informal 
hearing  on  the  question  of  whether  the 
investigator  is  entitled  to  receive  inves¬ 
tigational-use  drugs,  if  the  hearing  is 
requested  within  10  days  after  receipt  of 
notification  that  the  explanation  is  not 
acceptable. 

(2)  After  evaluating  all  available 
information,  including  any  explanation 
and  assurance  presented  by  the  investi¬ 
gator,  if  the  Commissioner  determines 
that  the  investigator  has  repeatedly  or 
deliberately  failed  to  comply  with  the 
conditions  of  the  exempting  regulations 
in  this  section  or  has  repeatedly  or 
deliberately  submitted  false  information 
to  the  sponsor  of  an  investigation  and 
has  failed  to  furnish  adequate  assurance 
that  the  conditions  of  the  exemption  will 
be  met,  the  Commissioner  will  notify 
the  investigator  and  the  sponsor  of  any 
investigation  in  which  he  has  been 
named  as  a  participant  that  the  investi¬ 
gator  is  not  entitled  to  receive  investi¬ 
gational-use  drugs  with  a  statement  of 
the  basis  for  such  determination. 

(3)  Each  “Notice  of  Claimed  Investi¬ 
gational  Exemption  for  a  New  Drug” 
(Form  FD-1571  set  forth  in  paragraph 
(a)  (2)  of  this  section)  and  each  ap¬ 
proved  new-drug  application  containing 
data  reported  by  an  investigator  who 
has  been  determined  to  be  ineligible  to 
receive  investigational-use  drugs  will  be 
examined  to  determine  whether  he  has 
submitted  unreliable  data  that  are  es¬ 
sential  to  the  continuation  of  the  investi¬ 


gation  or  essential  to  the  approval  of 
any  new-drug  application. 

(4)  If  the  Commissioner  determines 
after  the  unreliable  data  submitted  by 
the  investigator  are  eliminated  from 
consideration  that  the  data  remaining 
are  inadequate  to  support  a  conclusion 
that  it  is  reasonably  safe  to  continue  the 
investigation,  he  will  notify  the  sponsor 
and  provide  him  with  an  opportunity  for 
a  conference  and  an  informal  hearing 
in  accordance  with  paragraph  (d)  of  this 
section.  If  an  imminent  hazard  to  the 
public  health  exists,  however,  he  shall 
terminate  the  exemption  forthwith  and 
notify  the  sponsor  of  the  termination. 
In  such  event  the  Commissioner,  on  re¬ 
quest,  will  afford  the  sponsor  an  oppor¬ 
tunity  for  an  informal  hearing  on  the 
question  of  whether  the  exemption 
should  be  reinstated. 

(5)  If  the  Commissioner  determines 
after  the  unreliable  data  submitted  by 
the  investigator  are  eliminated  from 
consideration  that  the  data  remaining 
are  such  that  a  new-drug  application 
would  not  have  been  approved,  he  will 
proceed  to  withdraw  approval  of  the 
application  in  accordance  with  section 
505(e)  of  the  act. 

(6)  An  investigator  who  has  been 
determined  to  be  ineligible  may  be  rein¬ 
stated  as  eligible  to  receive  investiga¬ 
tional-use  drugs  when  the  Commissioner 
determines  that  he  has  presented  ade¬ 
quate  assurance  that  he  will  employ  such 
drugs  solely  in  compliance  with  the 
exempting  regulations  in  this  section  for 
investigational-use  drugs. 

(d)  If  the  Commissioner  of  Food  and 
Drugs  finds  that: 

(1)  The  submitted  “Notice  of  claimed 
investigational  exemption  for  a  new 
drug”  contains  an  untrue  statement  of 
a  material  fact  or  omits  material  infor¬ 
mation  required  by  said  notice;  or 

(2)  The  results  of  prior  investigations 
made  with  the  drug  are  inadequate  to 
support  a  conclusion  that  it  is  reason¬ 
ably  safe  to  initiate  or  continue  the  in¬ 
tended  clinical  investigations  with  the 
drug;  or 

(3)  There  is  substantial  evidence  to 
show  that  the  drug  is  unsafe  for  the 
purposes  and  in  the  manner  for  which 
it  is  offered  for  investigational  use;  or 

(4)  There  is  convincing  evidence  that 
the  drug  is  ineffective  for  the  purposes 
for  which  it  is  offered  for  investigational 
use;  or 

(5)  The  methods,  facilities,  and  con¬ 
trols  used  for  the  manufacturing,  proc¬ 
essing,  and  packing  of  the  investigational 
drug  are  inadequate  to  establish  and 
maintain  appropriate  standards  of 
Identity,  strength,  quality,  and  purity  as 
needed  for  safety  and  to  give  signifi¬ 
cance  to  clinical  investigations  made 
with  the  drug;  or 

(6)  The  plan  for  clinical  investiga¬ 
tions  of  the  drugs  described  under  section 
10  of  the  “Notice  of  claimed  investiga¬ 
tional  exemption  for  a  new  drug”  is  not 
a  reasonable  plan  in  whole  or  in  part, 
solely  for  a  bona  fide  scientific  investi¬ 
gation  to  determine  whether  or  not  the 
drug  is  safe  and  effective  for  use;  or 


(7)  The  clinical  investigations  are 
not  being  conducted  in  accordance  with 
the  plan  submitted  in  the  “Notice  of 
claimed  investigational  exemption  for  a 
new  drug”;  or 

(8)  The  drug  is  not  intended  solely  for 
investigational  use,  since  it  is  being  or  is 
to  be  sold  or  otherwise  distributed  for 
commercial  purposes  not  justified  by  the 
requirements  of  the  investigation;  or 

(9)  The  labeling  or  other  informa¬ 
tional  material  submitted  for  the  drug 
as  required  by  section  7  of  the  “Notice 
of  claimed  investigational  exemption  for 
a  new  drug”  or  any  other  labeling  of  the 
drug  disseminated  within  the  United 
States  by  or  on  behalf  of  the  sponsor 
fails  to  contain  an  accurate  description 
of  prior  investigations  or  experience  and 
their  results  pertinent  to  the  safety  and 
possible  usefulness  of  the  drug,  including 
all  relevant  hazards,  contraindications, 
side-effects,  and  precautions;  or  any  pro¬ 
motional  materials  disseminated  within 
the  United  States  by  or  on  behalf  of  the 
sponsor  contains  any  representation  or 
suggestion  that  the  drug  is  safe  or  that 
its  usefulness  has  been  established  for 
the  purposes  for  which  it  is  offered  for 
investigations;  or 

(10)  The  sponsor  fails  to  submit  accu¬ 
rate  reports  of  the  progress  of  the  inves¬ 
tigations  with  significant  findings  at 
intervals  not  exceeding  1  year;  or 

(11)  The  sponsor  fails  promptly  to  in¬ 
vestigate  and  inform  the  Food  and  Drug 
Administration  and  all  investigators  of 
newly  found  serious  or  potentially  serious 
hazards,  contraindications,  side-effects, 
and  precautions  pertinent  to  the  safety 
of  the  new  drug; 

he  shall  notify  the  sponsor  and  invite  his 
immediate  correction  or  explanation.  A 
conference  will  be  arranged  with  the 
Bureau  of  Drugs  if  requested.  If  the 
Bureau  of  Drugs  does  not  accept  the 
explanation  and/or  the  correction  sub¬ 
mitted  by  the  sponsor,  the  Commissioner 
will  provide  the  sponsor  an  opportunity 
for  an  informal  hearing  on  the  ques¬ 
tion  of  whether  his  exemption  should  be 
terminated,  if  the  hearing  is  requested 
within  10  days  after  receipt  of  notifica¬ 
tion  that  the  explanation  or  correction 
is  not  acceptable.  After  evaluating  all  the 
available  information  including  any  ex¬ 
planation  and/or  correction  submitted  by 
the  sponsor,  .if  the  Commissioner  de¬ 
termines  that  the  exemption  should  be 
terminated  he  shall  notify  the  sponsor 
of  the  termination  of  the  exemption  and 
the  sponsor  shall  recall  unused  supplies 
of  the  drug.  If  at  any  time  the  Commis¬ 
sioner  concludes  that  continuation  of  the 
investigation  presents  an  imminent 
hazard  to  the  public  health,  he  shall 
terminate  the  exemption  forthwith  and 
notify  the  sponsor  of  the  termination. 
The  Commissioner  will  inform  the  spon¬ 
sor  that  the  exemption  is  subject  to 
reinstatement  on  the  basis  of  additional 
submissions  that  eliminate  such  haz¬ 
ard  (s)  and  will  afford  the  sponsor  an 
opportunity  for  an  informal  hearing,  on 
request,  on  the  question  of  whether  the 
exemption  should  be  reinstated.  The 
sponsor  shall  recall  the  unused  supplies 
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of  the  drug  upon  notification  of  the 
termination. 

(e)  Where  drugs  were  under  clinical 
trial  on  man  on  or  after  August  10.  1062, 
the  sponsor  shall,  within  30  days  after 
these  regulations  become  effective,  sub¬ 
mit  a  list  of  such  investigational  drugs, 
and  within  120  days  after  such  effective 
date  shall  submit  to  the  Food  and  Drug 
Administration  the  completed  “Notice  of 
claimed  investigational  exemption  for  a 
njw  drug”  or  a  new-drug  application. 
Failure  to  do  so  shall  automatically  ter¬ 
minate  the  exemption.  If  any  such  clini¬ 
cal  trials  have  been  discontinued,  the 
sponsor  is  requested  to  submit  a  state¬ 
ment  of  why  the  investigation  was 
discontinued. 

(f)  [Reserved! 

(g)  A  “Notice  of  Claimed  Investiga¬ 
tional  Exemption  for  a  New  Drug”  which 
pertains  to  a  product  subject  to  the 
licensing  provisions  of  the  Public  Health 
Service  Act  of  July  1, 1944  (58  Stat.  682, 
as  amended;  42  U.S.C.  201  et  seq.) ,  should 
be  submitted  initially  to  the  Director, 
Bureau  of  Biologies,  8800  Rockville  Pike, 
Bethesda,  MD  20014.  Also,  amendments 
of  or  supplements  to  such  notice,  and 
progress  reports,  consultations,  or  other 
communications  with  regard  to  the  in¬ 
vestigation,  should  be  directed  to  the 
Bureau  of  Biologies,  which  monitors  the 
development  of  biological  products  sub¬ 
ject  to  license  under  section  351  of  the 
Public  Health  Service  Act.  A  sponsor  for 
a  “Notice  of  Claimed  Investigational  Ex¬ 
emption  for  a  New  Drug”  pertaining  to 
such  biologic  should  substitute  in  read¬ 
ing  this  §  312.1  the  unit  “Bureau  of 
Biologies”  for  “Food  and  Drug  Adminis¬ 
tration”  and  the  person  “Director,  Bu¬ 
reau  of  Biologies”  for  “Commissioner” 
or  “Commissioner,  Food  and  Drug  Ad¬ 
ministration,”  wherever  they  appear. 

(h)  Any  requirement  by  this  section 
for  the  submission  of  information  or  data 
that  has  been  submitted  previously  may 
be  incorporated  by  reference. 

(i)  For  requirements  regarding  cer¬ 
tain  radioactive  drugs,  see  §  310.503  of 
this  chapter. 

Note:  Order  of  the  Commissioner  otf  Food 
and  Drugs  published  at  28  FR  183,  Jan.  8, 
1963,  provides  as  follows: 

“That.  §  130.3  (28  FR  179)  [now  J312.1] 
shall  not  apply  to  radioactive  new  drugs, 
until  further  notice,  provided  the  radioactive 
new  drugs  for  Investigational  use  are  being 
shipped  in  complete  conformity  with  the 
regulations  issued  by  the  Atomic  Energy 
Commission.” 

§  312.9  New  drugs  for  investigational 
use  in  laboratory  research  animals  or 
in  vitro  tests. 

(a)  New  drugs  for  tests  in  vitro  and 
in  laboratory  research  animals.  (1)  A 
shipment  or  other  delivery  of  a  new  drug 
intended  solely  for  tests  in  vitro  or  in 
animals  used  only  for  laboratory  re¬ 
search  purposes  shall  be  exempt  from 
section  505(a)  of  the  act  if  it  is  labeled  as 
follows: 

Caution — Contains  a  new  drug  for  inves¬ 
tigational  use  only  In  laboratory  research 
animals,  or  for  tests  In  vitro.  Not  for  use 
in  humans. 

(2)  The  person  or  firm  shipping  new 
drugs  for  tests  in  vitro  or  in  anmials  used 


only  for  laboratory  research  purposes 
under  this  exemption  shall  use  due  dili¬ 
gence  to  assure  that  the  consignee  is  reg¬ 
ularly  engaged  in  conducting  such  tests 
and  that  the  shipment  of  the  new  drug 
will  actually  be  used  for  tests  in  vitro 
or  in  animals  used  only  for  laboratory 
research. 

(3)  The  person  who  introduced  such 
shipment  or  who  delivered  the  drug  for 
introduction  into  interstate  commerce 
shall  maintain  adequate  records  show¬ 
ing  the  name  and  post  office  address  of 
the  expert  to  whom  the  drug  is  shipped, 
date,  quantity,  and  batch  or  code  mark 
of  each  shipment  and  delivery  for  a 
period  of  2  years  after  such  shipment 
and  delivery.  Upon  the  request  of  a 
properly  authorized  employee  of  the  De¬ 
partment  at  reasonable  times,  he  shall 
make  such  records  available  for  inspec¬ 
tion  and  copying. 

(4)  The  exemption  allowed  in  this 
paragraph  shall  not  apply  to  any  new 
drug  intended  for  in  vitro  use  in  the  reg¬ 
ular  course  of  diagnosing  or  treating 
disease,  including  antibacterial  sensi¬ 
tivity  discs  impregnated  with  any  new 
drug  or  drugs,  which  discs  are  intended 
for  use  in  determining  susceptibility  of 
micro-organisms  to  the  new  drug  or 
drugs. 

(b)  [Reserved! 

(c)  Termination  of  exemption.  If  the 
Commissioner  of  Food  and  Drugs  finds 
that: 

(1)  The  sponsor  of  the  investigation 
has  failed  to  comply  with  any  of  the 
conditions  for  the  exemption  established 
under  this  section;  or 

(2)  The  continuance  of  the  investiga¬ 
tion  is  unsafe  or  otherwise  contrary  to 
the  public  interest  or  the  drug  is  used 
for  purposes  other  than  bona  fide  sci¬ 
entific  investigation;  He  shall  notify  the 
sponsor  and  invite  his  immediate  correc¬ 
tion.  A  conference  will  be  arranged  if 
requested.  If  the  conditions  of  the  ex¬ 
emption  are  not  immediately  met,  the 
Commissioner  shall  notify  the  sponsor  of 
the  termination  of  the  exemption  and  the 
sponsor  shall  recall  or  have  destroyed  the 
unused  supplies  of  the  drug. 

Subpart  B — Controlled  Substances 
§  312.10  Availability  of  records. 

If  an  investigational  drug  is  subject 
to  the  Comprehensive  Drug  Abuse  Pre¬ 
vention  and  Control  Act  of  1970,  records 
concerning  shipment,  delivery,  receipt, 
and  disposition  of  the  drug,  which  are 
required  to  be  kept  by  §§  312.1(a)  (4), 
(12),  and  (13)  and  312.9(a)(3)  shall, 
upon  the  request  of  a  properly  author¬ 
ized  employee  of  the  Drug  Enforcement 
Administration  of  the  U.S.  Department 
of  Justice,  approved  by  the  Secretary,  be 
made  available  by  the  investigator  or 
sponsor  to  whom  the  request  is  made,  for 
inspection  and  copying. 

PART  314— NEW  DRUG  APPLICATIONS 

Subpart  A — General  Provisions 

Sec. 

314.1  Applications. 

314.6  Amended  applications. 

314.7  Withdrawal  of  applications  without 

prejudice. 

314.8  Supplemental  applications. 


Sec. 

314.9  Insufficient  Information  In  applica¬ 

tion. 

314.10  New-drug  application  approvals; 

avallabUity  of  Information. 

314.11  Confidentiality  of  Information  con¬ 

tained  in  new-drug  applications. 

314.12  Untrue  statements  In  application. 

314.13  New  drugs  with  potential  for  abuse. 

Subpart  B — Administrative  Actions  on 
Applications 

314.100  Comment  on  applications. 

314.105  Notification  to  applicant  of  approval 
of  application. 

314.110  Reasons  for  refusing  to  file  applica¬ 

tions. 

314.111  Refusal  to  approve  the  application. 

314.115  Withdrawal  of  approval  of  an  appli¬ 

cation. 

314.116  Notice  of  withdrawal  of  approval  of 

application. 

314.120  Revocation  of  order  refusing  to  ap¬ 

prove  application,  or  suspending 
or  withdrawing  approval  of  an  ap¬ 
plication. 

314.121  Notices  and  orders. 

Subpart  C — Hearing  Procedures 

314.200  Notice  of  opportunity  for  hearing; 

notice  of  appearance  and  request 
for  hearing;  grant  or  denial  of 
hearing. 

314.202  Appearance  of  applicant. 

314.203  Administrative  Law  Judge. 

314.204  Prehearing  and  other  conferences. 

314.205  Transcript  of  the  testimony. 

314.206  Oral  and  written  arguments. 

Subpart  D — Evidence 

314.220  Submission  of  documentary  evi¬ 

dence  in  advance. 

314.221  Excerpts  from  documentary  evi¬ 

dence. 

314.222  Submission  and  receipt  of  evidence. 
Subpart  E — Findings  of  Facts  and  Order 

314.230  Tentative  order. 

314.231  Exceptions  to  the  tentative  order. 

314.232  Issuance  of  final  order. 

Subpart  F — Judicial  Review  of  Order 

314.235  Judicial  review. 

Authority:  Secs.  502,  503,  505,  701,  52  Stat. 
1051,  1052,  1053,  1055,  as  amended  (21  U.S.C. 
352,  353,  355,  371)  (5  U.S.C.  654),  unless 
otherwise  noted. 

Effective  Date:  This  Part  314  effective 
March  29,  1974  except  §§  314.110(d),  314.121, 
314.200,  314.235,  the  Introductory  text  of 
§314.115,  and  the'  revocation  of  §  314.201, 
which  are  effective  April  12,  1974.  See  39  FR 
9749,  March  13,  1974. 

Subpart  A — General  Provisions 

§  314.1  Applications. 

(a)  Applications  to  be  filed  under  the 
provisions  of  section  505(b)  of  the  act 
shall  be  submitted  In  the  form  de¬ 
scribed  in  paragraph  (c)  of  this  section 
and,  if  for  human  use,  optionally  in  the 
form  described  in  paragraph  (d)  of  this 
section  and  assembled  as  required  by 
paragraph  (e)  of  this  section;  If  the  drug 
is  intended  for  human  use  and  is  one  for 
which  an  abbreviated  new  application 
has  been  found  by  the  Food  and  Drug 
Administration  to  be  sufficient,  the  ap¬ 
plication  may  be  limited  to  the  informa¬ 
tion  described  in  paragraph  (f)  of  this 
section  unless  otherwise  specified  in  such 
finding.  If  any  part  of  the  application 
Is  in  a  foreign  language,  an  accurate  and 
complete  English  translation  shall  be 
appended  to  such  part.  Translations  of 
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literature  printed  in  a  foreign  language 
shall  be  accompanied  by  copies  of  the 
original  publication.  The  application 
must  be  signed  by  the  applicant  or  by 
an  authorized  attorney,  agent,  or  official. 
If  the  applicant  or  such  authorized  rep¬ 
resentative  does  not  reside  or  have  a 
place  of  business  within  the  United 
States,  the  application  must  also  furnish 
the  name  and  post  office  address  of,  and 
must  be  countersigned  by,  an  authorized 
attorney,  agent,  or  official  residing  or 
maintaining  a  place  of  business  within 
the  United  States. 

(b)  Pertinent  information  may  be  in¬ 
corporated  in,  and  will  be  considered  as 
part  of,  an  application  on  the  basis  of 
specific  reference  to  such  information, 
including  information  submitted  under 
the  provisions  of  §  312.1  of  this  chapter, 
in  the  files  of  the  Food  and  Drug  Admin¬ 
istration;  however,  any  reference  to  in¬ 
formation  furnished  by  a  person  other 
than  the  applicant  may  not  be  consid¬ 
ered  unless  use  of  such  information  is 
authorized  in  a  written  statement  signed 
by  the  person  who  submitted  it. 

(c)  Applications  for  drugs  for  human 
use  shall  be  assembled  and  submitted  in 
the  manner  prescribed  by  paragraph  (e) 
of  this  section. 

(1)  [Reserved! 

(2)  For  drugs  for  human  use; 

FD-356H — Rev.  1974  :  Drugs  for  Human 

Use. 

Department  of  Health,  Education,  and  Wel¬ 
fare. 

Food  and  Drug  Administration, 

6600  Fishers  Lane 
Rockville,  MD  20852 

NEW  DRUG  APPLICATION  (Title  21,  Code  of 
Federal  Regulations,  §  314.1) 

Name  of  applicant _ 

Address  _ 

Date . . 

Name  of  drug _ 

□  Original  application  (regulation  §314.1). 

□  Amendment  to  original,  unapproved  ap¬ 

plication  (regulation  §314.6). 

□  Abbreviated  application  (regulation 

§  314.1(f)). 

□  Amendment  to  abbreviated,  unapproved 

application  (regulation  §  314.6). 

□  Supplement  to  an  approved  application 

(regulation  §  314.8) . 

□  Amendment  to  supplement  to  an  ap¬ 

proved  application. 

The  undersigned  submits  this  application 
for  a  new  drug  pursuant  to  section  505(b) 
of  the  Federal  Food,  Drug  and  Cosmetic  Act. 
It  Is  understood  that  when  this  application 
Is  approved,  the  labeling  and  advertising  for 
the  drug  will  prescribe,  recommend,  or  sug¬ 
gest  Its  use  only  under  the  conditions  stated 
In  the  labeling  which  Is  part  of  this  applica¬ 
tion;  and  If  the  article  Is  a  prescription  drug, 
It  Is  understood  that  any  labeling  which 
furnishes  or  purports  to  furnish  Information 
for  use  or  which  prescribes,  recommends,  or 
suggests  a  dosage  for  use  of  the  drug  will 
contain  the  same  Information  for  Its  use, 
Including  indications,  effects,  dosages,  routes, 
methods,  and  frequency  and  duration  of  ad¬ 
ministration,  any  relevant  warnings,  hazards, 
contraindications,  side  effects,  and  precau¬ 
tions,  as  that  contained  in  the  labeling 
which  Is  part  of  this  application  in  accord 
with  §  1.106(b)  (21  CFR  1.106(b)).  It  Is 

understood  that  all  representations  In  this 
application  apply  to  the  drug  produced  until 
an  approved  supplement  to  the  application 


provides  for  a  change  or  the  change  Is  made 
In  conformance  with  other  provisions  of 
§  314.8  of  the  new-drug  regulations. 

Attached  hereto,  submitted  in  the  form 
described  in  §  314  J  (e)  of  the  new-drug  regu¬ 
lations,  and  constituting  a  part  of  this  ap¬ 
plication  are  the  following: 

1.  Table  of  contents.  The  table  of  contents 
should  specify  the  volume  number  and  the 
page  number  In  which  the  complete  and 
detailed  item  Is  located  and  the  volume 
number  and  the  page  number  In  which  the 
summary  of  that  item  is  located  (if  any). 

2.  Summary.  A  summary  demonstrating 
that  the  application  Is  well-organized,  ade¬ 
quately  tabulated,  statistically  analyzed 
(where  appropriate),  and  ooherent  and  that 
It  presents  a  sound  basis  for  the  approval 
requested.  The  summary  should  Include  the 
following  Information:  (In  lieu  of  the  out¬ 
line  described  below  and  the  evaluation 
described  in  Item  3,  an  expanded  summary 
and  elevation  as  outlined  In  §  314.1(d)  of 
the  new-drug  regulations  may  be  submitted 
to  facilitate  the  review  of  this  application. 

a.  Chemistry. 

I.  Chemical  structural  formula  or  descrip¬ 
tion  for  any  new-drug  substance. 

II.  Relationship  to  other  chemically  or 
pharmacologically  related  drugs. 

III.  Description  of  dosage  form  and  quanti¬ 
tative  composition. 

b.  Scientific  rationale  and  purpose  the 
drug  is  to  serve. 

c.  Reference  number  of  the  Investigational 
drug  notlce(s)  under  which  this  drug  was 
Investigated  and  of  any  notice,  new-drug  ap¬ 
plication,  or  master  file  of  which  any  con¬ 
tents  are  being  Incorporated  by  reference  to 
support  the  application. 

d.  Preclinical  studies.  (Present  all  findings 
Including  all  adverse  experiences  which  may 
be  Interpreted  as  Incidental  or  not  drug- 
related.  Refer  to  date  and  page  number  of 
the  investigational  drug  notice(s)  or  the 
volume  and  page  number  of  this  application 
where  complete  data  and  reports  appear.) 

I.  Pharmacology  (pharmacodynamics,  en¬ 
docrinology,  metabolism,  etc.) . 

II.  Toxicology  and  pathology:  Acute  toxic¬ 
ity  studies;  subacute  and  chronic  toxicity 
studies;  reproduction  and  teratology  studies; 
miscellaneous  studies. 

e.  Clinical  studies.  (All  material  should 
refer  specifically  to  each  clinical  investigator 
and  to  the  volume  and  page  number  in  the 
application  and  any  documents  Incorporated 
by  reference  where  the  complete  data  and 
reports  may  be  found.) 

I.  Special  studies  not  described  elsewhere. 

II.  Dose-range  studies. 

ill.  Controlled  clinical  studies. 

iv.  Other  clinical  studies  (for  example, 
uncontrolled  or  incompletely  controlled 
studies). 

v.  Clinical  laboratory  studies  related  to 
effectiveness. 

vl.  Clinical  laboratory  studies  related  to 
safety. 

vll.  Summary  of  literature  and  unpub¬ 
lished  reports  available  to  the  applicant. 

3.  Evaluation  of  safety  and  effectiveness. 

a.  Summarize  separately  the  favorable  and 
unfavorable  evidence  for  each  claim  In  the 
package  labeling.  Include  references  to  the 
volume  and  page  number  In  the  application 
and  In  any  documents  Incorporated  by  ref¬ 
erence  where  the  complete  data  and  reports 
may  be  found. 

b.  Include  tabulation  of  all  side  effects 
or  adverse  experience,  by  age,  sex,  and  dosage 
formulation,  whether  or  not  considered  to 
be  significant,  showing  whether  administra¬ 
tion  of  the  drug  was  stopped  and  showing  the 
investigator’s  name  with  a  reference  to  the 
volume  and  page  number  in  the  application 
and  any  documents  Incorporated  by  reference 
where  the  complete  data  and  reports  may 
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be  found.  Indicate  those  side  effects  or  ad¬ 
verse  experiences  considered  to  be  drug- 
related. 

4.  Copies  of  the  label  and  all  other  labeling 
to  be  used  for  the  drug  (a  total  of  12  copies 
If  In  final  printed  form,  4  copies  if  In  draft 
form) : 

a.  Each  label,  or  other  labeling,  should 
be  dearly  Identified  to  show  its  position  on, 
or  the  manner  In  which  it  accompanies,  the 
market  package. 

b.  If  the  drug  Is  to  be  offered  over  the 
counter,  labeling  on  or  within  the  retail 
package  should  Include  adequate  directions 
for  use  by  the  layman  under  all  the  condi¬ 
tions  for  which  the  drug  is  Intended  for  lay 
use  or  Is  to  be  prescribed,  recommended,  or 
suggested  in  any  labeling  or  advertising 
sponsored  by  or  on  behalf  of  the  applicant 
and  directed  to  the  layman.  If  the  drug  is 
Intended  or  offered  for  uses  under  the  pro¬ 
fessional  supervision  of  a  practitioner  li¬ 
censed  by  law  to  administer  It,  the  applica¬ 
tion  should  also  contain  labeling  that  in¬ 
cludes  adequate  information  for  all  such 
uses,  Including  all  the  purposes  for  which 
the  over-the-counter  drug  is  to  be  adver¬ 
tised  to,  or  represented  for  use  by,  physicians. 

c.  If  the  drug  1s  limited  In  its  labeling  to 

use  under  the  professional  supervision  of  a 
practitioner  licensed  by  law  to  administer  it. 
Its  labeling  should  bear  Information  for  use 
under  which  such  practitioners  can  use  the 
drug  for  the  purposes  for  which  it  is  In¬ 
tended,  Including  all  the  purposes  for  which 
It  Is  to  be  advertised  or  represented,  In  ac¬ 
cord  with  §  1.106(b)  (21  CFR  1.106(b)). 

The  application  should  include  any  labeling 
for  the  drug  intended  to  be  made  available 
to  the  layman. 

d.  If  no  established  name  exists  for  a  new- 
drug  substance,  the  application  shall  pro¬ 
pose  a  nonproprietary  name  for  use  as  the 
established  name  for  the  substance. 

e.  Typewritten  or  other  draft  labeling  copy 
may  be  submitted  for  preliminary  considera¬ 
tion  of  an  application.  An  application  will 
not  ordinarily  be  approved  prior  to  the  sub¬ 
mission  of  the  final  printed  label  and  label¬ 
ing  of  the  drug. 

f.  No  application  may  be  approved  If  the 
labeling  Is  false  or  misleading  in  any 
particular. 

(When  mailing  pieces,  any  other  labeling, 
or  advertising  copy  are  devised  for  promotion 
of  the  new  drug,  samples  shall  be  submitted 
at  the  time  of  initial  dissemination  of  such 
labeling  and  at  the  time  of  Initial  placement 
of  any  such  advertising  for  a  prescription 
drug  (see  §  310.300  of  the  new-drug  regula¬ 
tions).  Approval  of  a  supplemental  new- 
drug  application  is  required  prior  to  use  of 
any  promotional  claims  not  covered  by  the 
approved  application.) 

5.  A  statement  as  to  whether  the  drug  is 
ior  is  not )  limited  in  its  labeling  and  by  this 
application  to  use  under  the  professional 
supervision  of  a  practitioner  licensed  by  law 
to  administer  it. 

6.  A  full  list  of  the  articles  used  as  com¬ 
ponents  of  the  drug.  This  list  should  Include 
all  substances  used  in  the  synthesis,  extrac¬ 
tion,  or  other  method  of  preparation  of  any 
new-drug  substance,  and  In  the  preparation 
of  the  finished  dosage  form,  regardless  of 
whether  they  undergo  chemical  change  or 
are  removed  in  the  process.  Each  substance 
should  be  Identified  by  its  established  name. 
If  any,  or  complete  chemical  name,  using 
structural  formulas  when  necessary  for  spe¬ 
cific  identification.  If  any  proprietary  prep¬ 
aration  is  used  as  a  component,  the  proprie¬ 
tary  name  should  be  followed  by  a  complete 
quantitative  statement  of  composition.  Rea¬ 
sonable  alternatives  for  any  listed  substance 
may  be  specified. 

7.  A  full  statement  of  the  composition  of 
the  drug.  The  statement  shall  set  forth  the 
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name  and  amount  of  each  Ingredient, 
whether  active  or  not,  contained  In  a  stated 
quantity  of  the  drug  In  the  form  In  which 
It  is  to  be  distributed  (for  example,  amount 
per  tablet  or  per  milliliter)  and  a  batch 
formula  representative  of  that  to  be  em¬ 
ployed  for  the  manufacture  of  the  finished 
dosage  form.  All  components  should  be  In¬ 
cluded  In  the  batch  formula  regardless  of 
whether  they  appear  In  the  finished  product. 
Any  calculated  excess  of  an  Ingredient  over 
the  label  declaration  should  be  designated 
as  such  and  percent  excess  shown.  Reason¬ 
able  variations  may  be  specified. 

8.  A  full  description  of  the  methods  used 
in,  and  the  facilities  and  controls  used  for, 
the  manufacture,  processing,  and  packing  of 
the  drug.  Included  In  this  description 
should  be  full  Information  with  respect  to 
any  new-drug  substance  and  to  the  new- 
drug  dosage  form,  as  follows.  In  sufficient 
detail  to  permit  evaluation  of  the  adequacy 
of  the  described  methods  of  manufacture, 
processing,  and  packing  and  the  described 
facilities  and  controls  to  determine  and  pre¬ 
serve  the  Identity,  strength,  quality,  and 
purity  of  the  drug: 

a.  A  description  of  the  physical  facilities 
Including  building  and  equipment  used  in 
manufacturing,  processing,  packaging,  label¬ 
ing,  storage,  and  control  operations. 

b.  A  description  of  the  qualifications.  In¬ 
cluding  educational  background  and  experi¬ 
ence,  of  the  technical  and  professional  per¬ 
sonnel  who  are  responsible  for  assuring  that 
the  drug  has  the  safety.  Identity,  strength, 
quality,  and  purity  It  purports  or  Is  repre¬ 
sented  to  possess,  and  a  statement  of  their 
responsibilities. 

c.  The  methods  used  In  the  synthesis,  ex¬ 
traction,  Isolation,  or  purification  of  any 
new-drug  substance.  When  the  specifica¬ 
tions  and  controls  applied  to  Buch  substance 
are  Inadequate  In  themselves  to  determine 
Its  Identity,  strength,  quality,  and  purity, 
the  methods  should  be  described  In  sufficient 
detail.  Including  quantities  used,  times,  tem¬ 
peratures,  pH,  solvents,  etc.,  to  determine 
these  characteristics.  Alternative  methods 
or  variations  In  methods  within  reasonable 
limits  that  do  not  affect  such  characteristics 
of  the  substance  may  be  specified. 

d.  Precautions  to  assure  proper  identity, 
strength,  quality,  and  purity  of  the  raw  ma¬ 
terials,  whether  active  or  not,  Including  the 
specifications  for  acceptance  and  methods  of 
testing  for  each  lot  of  raw  material. 

e.  Whether  or  not  each  lot  of  raw  mate¬ 
rials  Is  given  a  serial  number  to  Identify  It, 
and  the  use  made  of  such  numbers  In  subse¬ 
quent  plant  operations. 

f.  If  the  applicant  does  not  himself  per¬ 
form  all  the  manufacturing,  processing, 
packaging,  labeling,  and  control  operations 
for  any  new-drug  substance  or  the  new-drug 
dosage  form,  his  statement  Identifying  each 
person  who  will  perform  any  part  of  such 
operations  and  designating  the  part;  and  a 
signed  statement  from  each  such  person 
fully  describing,  directly  or  by  reference,  the 
methods,  facilities,  and  controls  In  his  part 
of  the  operation. 

g.  Method  of  preparation  of  the  master 
formula  records  and  Individual  batch  rec¬ 
ords  and  manner  In  which  these  records  are 
used. 

h.  The  Instructions  used  in  the  manufac¬ 
turing,  processing,  packaging,  and  labeling  of 
each  dosage  form  of  the  new  drug.  Including 
any  special  precautions  observed  In  the  op¬ 
erations. 

I.  Adequate  Information  with  respect  to 
the  characteristics  of  and  the  test  methods 
employed  for  the  container,  closure,  or  other 
component  parts  of  the  drug  package  to 
assure  their  suitability  for  the  intended  use. 

J.  Number  of  individuals  checking  weight 
or  volume  of  each  Individual  ingredient  en¬ 
tering  Into  each  batch  of  the  drug. 


k.  Whether  or  not  the  total  weight  or  vol¬ 
ume  of  each  batch  is  determined  at  any  stage 
of  the  manufacturing  process  subsequent  to 
making  up  a  batch  according  to  the  formula 
card  and,  If  so,  at  what  stage  and  by  whom 
It  Is  done. 

l.  Precautions  to  check  the  actual  package 
yield  produced  from  a  batch  of  the  drug 
with  the  theoretical  yield.  This  should  In¬ 
clude  a  description  of  the  accounting  for  such 
items  as  discards,  breakage,  etc.,  and  the 
criteria  used  In  accepting  or  rejecting 
batches  of  drugs  in  the  event  of  an  un¬ 
explained  discrepancy. 

m.  Precautions  to  assure  that  each  lot 
of  the  drug  Is  packaged  with  the  proper  label 
and  labeling.  Including  provisions  for  label¬ 
ing  storage  and  Inventory  control. 

n.  The  analytical  controls  used  during  the 
various  stages  of  the  manufacturing  process¬ 
ing,  packaging,  and  labeling  of  the  drug.  In¬ 
cluding  a  detailed  description  of  the  collec¬ 
tion  of  samples  and  the  analytical  procedures 
to  which  they  are  subjected.  The  analytical 
procedures  should  be  capable  of  determining 
the  active  components  within  a  reasonable 
degree  of  accuracy  and  of  assuring  the  Iden¬ 
tity  of  such  components.  If  the  article  Is  one 
that  Is  represented  to  be  sterile,  the  same 
Information  with  regard  to  the  manufac¬ 
turing,  processing,  packaging,  and  the  col¬ 
lection  of  samples  of  the  drug  should  be 
given  for  sterility  controls.  Include  the 
standards  used  for  acceptance  of  each  lot 
of  the  finished  drug. 

o.  An  explanation  of  the  exact  significance 
of  the  batch  control  numbers  used  In  the 
manufacturing,  processing,  packaging,  and 
labeling  of  the  drug,  including  the  control 
numbers  that  appear  on  the  label  of  the 
finished  article.  State  whether  these  num¬ 
bers  enable  determination  of  the  complete 
manufacturing  history  of  the  product.  De¬ 
scribe  any  methods  used  to  permit  determi¬ 
nation  of  the  distribution  of  any  batch  If 
its  recall  Is  required. 

p.  A  complete  description  of,  and  data  de¬ 
rived  from,  studies  of  the  stability  of  the 
drug.  Including  Information  showing  the 
suitability  of  the  analytical  methods  used. 
Describe  any  additional  stability  studies  un¬ 
derway  or  contemplated.  Stability  data 
should  be  submitted  for  any  new-drug  sub¬ 
stance,  for  the  finished  dosage  form  of  the 
drug  In  the  container  In  which  it  is  to  be 
marketed,  including  any  proposed  multiple- 
dose  container,  and  If  It  Is  to  be  put  Into 
solution  at  the  time  of  dispensing,  for  the 
solution  prepared  as  directed.  State  the  ex¬ 
piration  date (s)  that  will  be  used  on  the 
label  to  preserve  the  identity,  strength,  qual¬ 
ity,  and  purity  of  the  drug  until  It  Is  used. 
(If  no  expiration  date  Is  proposed,  the  appli¬ 
cant  must  Justify  its  absence.) 

q.  Additional  procedures  employed  which 
are  designed  to  prevent  contamination  and 
otherwise  assure  proper  control  of  the 
product. 

(An  application  may  be  refused  unless  it 
includes  adequate  Information  showing  that 
the  methods  used  In,  and  the  facilities  and 
controls  used  for,  the  manufacturing,  proc¬ 
essing,  and  packaging  of  the  drug  are  ade¬ 
quate  to  preserve  its  Identity,  strength,  qual¬ 
ity,  and  purity  In  conformity  with  good 
manufacturing  practice  and  Identifies  each 
establishment,  showing  the  location  of  the 
plant  conducting  these  operations.) 

9.  Samples  of  the  drug  and  articles  used  as 
components,  as  follows:  a.  The  following 
samples  shall  be  submitted  with  the  appli¬ 
cation  or  as  soon  thereafter  as  they  become 
available.  Each  sample  shall  consist  of  four 
identical,  separately  packaged  subdivisions, 
each  containing  at  least  three  times  the 
amount  required  to  perform  the  laboratory 
test  procedures  described  In  the  application 
to  determine  compliance  with  Its  control 
specifications  for  identity  and  assays: 


i.  A  representative  sample  or  samples  of 
the  finished  dosage  form(s)  proposed  in  the 
application  and  employed  in  the  clinical  In¬ 
vestigations  and  a  representative  sample  or 
samples  of  each  new-drug  substance,  as  de¬ 
fined  In  §  310.3(g),  of  the  new-drug  regula¬ 
tions,  from  the  batch  (es)  employed  In  the 
production  of  such  dosage  form(s). 

II.  A  representative  sample  or  samples  of 
finished  market  packages  of  each  dosage  form 
of  the  drug  prepared  for  Initial  marketing 
and,  If  any  such  sample  Is  not  from  a  com¬ 
mercial-scale  production  batch,  such  a 
sample  from  a  representative  commercial- 
scale  production  batch;  and  a  representative 
sample  or  samples  of  each  new-drug  sub¬ 
stance  as  defined  In  1310.3(g)  of  the  new- 
drug  regulations,  from  the  batch  (es)  em¬ 
ployed  In  the  production  of  such  dosage 
form(s) . 

III.  A  sample  or  samples  of  any  reference 
standard  and  blank  used  In  the  procedures 
described  In  the  application  for  assaying 
each  new-drug  substance  and  other  assayed 
components  of  the  finished  drug:  Provided, 
however,  That  samples  of  reference  stand¬ 
ards  recognized  In  the  official  U.S.  Pharma¬ 
copeia  or  The  National  Formulary  need  not 
be  submitted  unless  requested. 

b.  Additional  samples  shall  be  submitted 
on  request. 

c.  Each  of  the  samples  submitted  shall  be 
appropriately  packaged  and  labeled  to  pre¬ 
serve  Its  characteristics,  to  identify  the  ma¬ 
terial  and  the  quantity  In  each  subdivision 
of  the  sample,  and  to  Identify  each  subdivi¬ 
sion  with  the  name  of  the  applicant  and  the 
new-drug  application  to  which  It  relates. 

d.  There  shall  be  Included  a  full  list  of 
the  samples  submitted  pursuant  to  Item  9a; 
a  statement  ef  the  additional  samples  that 
will  be  submitted  as  soon  as  available;  and, 
with  respect  to  each  sample  submitted,  full 
information  with  respect  to  Its  Identity,  the 
origin  of  any  new-drug  substance  contained 
therein  (including  In  the  case  of  new-drug 
substances,  a  statement  whether  It  was  pro¬ 
duced  on  a  laboratory,  pilot-plant,  or  full- 
production  scale)  and  detailed  results  of  all 
laboratory  tests  made  to  determine  the 
Identity,  strength,  quality,  and  purity  of 
the  batch  represented  by  the  sample,  In¬ 
cluding  assays.  Include  for  any  reference 
standard  a  complete  description  of  Its  prep¬ 
aration  and  the  results  of  all  laboratory  tests 
on  it.  If  the  test  methods  used  differed 
from  those  described  In  the  application,  full 
details  of  the  methods  employed  in  obtaining 
the  reported  results  shall  be  submitted. 

e.  The  requirements  of  Item  9a  may  be 
waived  in  whole  or  In  part  on  request  of 
the  applicant  or  otherwise  when  any  such 
samples  are  not  necessary. 

f.  If  samples  of  the  drug  are  sent  under 
separate  cover,  they  should  be  addressed  to 
the  attention  of  the  Bureau  of  Drugs 
and  Identified  on  the  outside  of  the  shipping 
carton  with  the  name  of  the  applicant  and 
the  name  of  the  drug  as  shown  on  the  ap¬ 
plication. 

10.  Full  reports  of  preclinical  investiga¬ 
tions  that  have  been  made  to  show  whether 
or  not  the  drug  is  safe  for  use  and  effective 
in  use.  a.  An  application  may  be  refused 
unless  It  contains  full  reports  of  adequate 
preclinical  tests  by  all  methods  reasonably 
applicable  to  a  determination  of  the  safety 
and  effectiveness  of  the  drug  under  the  con¬ 
ditions  of  vise  suggested  In  the  proposed 
labeling. 

b.  Detailed  reports  of  the  preclinical  in¬ 
vestigations,  Including  all  studies  made  on 
laboratory  animals,  the  methods  used,  and 
the  results  obtained,  should  be  clearly  set 
forth.  Such  Information  should  include 
Identification  of  the  person  who  conducted 
each  investigation,  a  statement  of  where  the 
investigations  were  conducted  and  where  the 
underlying  data  are  available  for  inspection. 


FEDERAL  REGISTER,  VOL.  39,  NO.  62 — FRIDAY,  MARCH  29,  1974 


RULES  AND  REGULATIONS 


11721 


The  animal  studies  may  not  be  considered 
adequate  unless  they  give  proper  attention 
to  the  conditions  of  use  recommended  In 
the  proposed  labeling  for  the  drug  such  as, 
for  example,  whether  the  drug  Is  for  short- 
or  long-term  administration  or  whether  It 
Is  to  be  used  in  Infants,  children,  pregnant 
women,  or  women  of  child-bearing  potential. 

c.  Detailed  reports  of  any  pertinent  micro¬ 
biological  and  in  vitro  studies. 

d.  Summarize  and  provide  a  list  of  liter¬ 
ature  references  (If  available)  to  all  other 
precllnlcal  information  known  to  the  appli¬ 
cant,  whether  published  or  unpublished, 
that  Is  pertinent  to  an  evaluation  of  the 
safety  or  effectiveness  of  the  drug. 

11.  List  of  investigators,  a.  A  complete 
list  of  all  Investigators  supplied  with  the 
drug  Including  the  name  and  post  office 
address  of  each  Investigator  and,  following 
each  name,  the  volume  and  page  references 
to  the  investigator’s  report (s)  in  this  ap¬ 
plication  and  In  any  documents  Incorporated 
by  reference,  or  the  explanation  of  the  omis¬ 
sion  of  any  reports. 

b.  The  unexplained  omission  of  any  reports 
of  Investigations  made  with  the  new  drug  by 
the  application,  or  submitted  to  him  by  an 
investigator,  or  the  unexplained  omission  of 
any  pertinent  reports  of  Investigations  or 
clinical  experience  received  or  otherwise  ob¬ 
tained  by  the  application  from  published 
literature  or  other  sources,  whether  or  not 
It  would  bias  an  evaluation  of  the  safety  of 
the  drug  or  Its  effectiveness  in  use,  may  con¬ 
stitute  grounds  for  the  refusal  or  withdrawal 
of  the  approval  of  ah  application. 

12.  Full  reports  of  clinical  investigations 
that  have  been  made  to  show  whether  or  not 
the  drug  is  safe  for  use  and  effective  in  use. 
a.  An  application  may  be  refused  unless  It 
contains  full  reports  of  adequate  tests  by  all 
methods  reasonably  applicable  to  show 
whether  or  not  the  drug  Is  safe  and  effective 
for  use  as  suggested  In  the  labeling. 

b.  An  application  may  be  refused  unless 
It  Includes  substantial  evidence  consisting 
of  adequate  and  well-controlled  Investiga¬ 
tions,  Including  clinical  Investigations,  by 
experts  qualified  by  scientific  training  and 
experience  to  evaluate  the  effectiveness  of 
the  drug  Involved,  on  the  basis  of  which  It 
could  fairly  and  responsibly  be  concluded  by 
such  experts  that  the  drug  will  have  the 
effect  It  purports  or  Is  represented  to  have 
under  the  conditions  of  use  prescribed, 
recommended,  or  suggested  In  the  proposed 
labeling. 

c.  Reports  of  all  clinical  tests  sponsored  by 
the  applicant  or  received  or  otherwise  ob¬ 
tained  by  the  applicant  should  be  attached. 
These  reports  should  include  adequate  in¬ 
formation  concerning  each  subject  treated 
with  the  drug  or  employed  as  a  control,  in¬ 
cluding  age,  sex,  conditions  treated,  dosage, 
frequency  of  administration  of  the  drug,  re¬ 
sults  of  all  relevant  clinical  observations  and 
laboratory  examinations  made,  full  Informa¬ 
tion  concerning  any  other  treatment  given 
previously  or  concurrently,  and  a  full  state¬ 
ment  of  adverse  effects  and  useful  results  ob¬ 
served,  together  with  an  opinion  as  to 
whether  such  effects  or  results  are  attribut¬ 
able  to  the  drug  under  investigation  and  a 
statement  of  where  the  underlying  data  are 
available  for  inspection.  Ordinarily,  the  re¬ 
ports  of  clinical  studies  will  not  be  regarded 
as  adequate  unless  they  Include  reports  from 
more  than  one  Independent,  competent  in¬ 
vestigator  who  maintains  adequate  case  his¬ 
tories  of  an  adequate  number  of  subjects, 
designed  to  record  observations  and  permit 
evaluation  of  any  and  all  discernible  effects 
attributable  to  the  drug  In  each  Individual 
treated  and  comparable  records  on  any  in¬ 
dividuals  employed  as  controls.  An  applica¬ 
tion  for  a  combination  drug  may  be  refused 
unless  there  Is  substantial  evidence  that 


each  Ingredient  designated  as  active  makes 
a  contribution  to  the  total  effect  claimed  for 
the  drug  combination.  Except  when  the 
disease  for  which  the  drug  Is  being  tested 
occurs  with  such  Infrequency  In  the  United 
States  as  to  make  testing  Impractical,  some 
of  the  investigations  should  be  performed  by 
competent  investigators  within  the  United 
States. 

d.  Attach  as  a  separate  section  a  completed 
Form  FD-1639,  Drug  Experience  Report  (ob¬ 
tainable  with  Instructions,  on  request  from 
the  Food  and  Drug  Administration,  Depart¬ 
ment  of  Health,  Education,  and  Welfare, 
5600  Fishers  Lane,  Rockville,  MD  20852),  for 
each  adverse  experience  or,  If  feasible,  for 
each  subject  or  patient  experiencing  one  or 
more  adverse  effects,  described  in  item  12c, 
whether  or  not  full  information  is  available. 
Form  FD-1639  should  be  prepared  by  the 
applicant  if  the  adverse  experience  was  not 
reported  in  such  form  by  the  Investigator. 
The  Drug  Experience  Report  should  be  cross- 
referenced  to  any  narrative  description  in¬ 
cluded  in  Item  12c.  In  lieu  of  a  Form  FD- 
1639,  a  computer-generated  report  may  be 
submitted  if  equivalent  in  all  elements  of 
information  with  the  identical  enumerated 
sequence  of  events  and  methods  of  comple¬ 
tion;  all  formats  proposed  for  such  use  will 
require  initial  review  find  approval  by  the 
Food  and  Drug  Administration. 

e.  All  Information  pertinent  to  an  evalua¬ 
tion  of  the  safety  and  effectiveness  of  the 
drug  received  or  otherwise  obtained  by  the 
applicant  from  any  source,  including  in¬ 
formation  derived  from  other  investigations 
or  commercial  marketing  (for  example,  out¬ 
side  the  United  States),  or  reports  In  the 
scientific  literature.  Involving  the  drug  that 
Is  the  subject  of  the  application  and  related 
drugs.  An  adequate  summary  may  be  ac¬ 
ceptable  In  lieu  of  a  reprint  of  a  published 
report  which  only  supports  other  data  sub¬ 
mitted.  Reprints  are  not  required  of  reports 
in  designated  Journals  listed  in  §  310.9  of 
the  new-drug  regulations  about  related 
drugs;  a  bibliography  will  suffice.  Include 
the  evaluation  of  the  safety  or  effectiveness 
of  the  drug  that  has  been  made  by  the  ap¬ 
plicant’s  medical  department,  expert  com¬ 
mittee,  or  consultants. 

f.  If  the  drug  Is  a  combination  of  previ¬ 
ously  Investigated  or  marketed  drugs,  an 
adequate  summary  of  preexisting  Informa¬ 
tion  from  precllnlcal  and  clinical  Investi¬ 
gation  and  experience  with  its  components, 
including  all  reports  received  or  otherwise 
obtained  by  the  applicant  suggesting  side 
effects,  contraindications,  and  Ineffectiveness 
in  use  of  such  components.  Such  summary 
should  Include  an  adequate  bibliography  of 
publications  about  the  components  and  may 
incorporate  by  reference  Information  con¬ 
cerning  such  components  previously  sub¬ 
mitted  by  the  applicant  to  the  Food  and 
Drug  Administration. 

g.  The  complete  composition  and/or 
method  of  manufacture  of  the  new  drug 
used  In  each  submitted  report  of  Investiga¬ 
tion  should  be  shown  to  the  extent  necessary 
to  establish  its  Identity,  strength,  quality, 
and  purity  If  it  differs  from  the  description 
in  Item  6,  7,  or  8  of  the  application. 

13.  If  this  is  a  supplemental  application, 
full  information  on  each  proposed  change 
concerning  any  statement  made  in  the  ap¬ 
proved  application. 

Observe  the  provisions  of  §  314.8  of  the 
new-drug  regulations  concerning  supple¬ 
mental  applications. 


(Applicant) 

Per _ 

(Responsible  official  or 
agent) 


(Indicate  authority) 


(Warning;  A  willfully  false  statement  Is  a 
criminal  offeqse,  18  U.S.C.  1001.) 

Note:  This  application  must  be  signed  by 
the  applicant  or  by  an  authorized  attorney, 
agent,  or  official.  If  the  applicant  or  such 
authorized  representative  does  not  reside  or 
have  a  place  of  business  within  the  United 
States,  the  application  must  also  furnish  the 
name  and  post  office  address  of  and  must  be 
countersigned  by  an  authorized  attorney, 
agent,  or  official  residing  or  maintaining  a 
place  of  business  within  the  United  States. 

15.  The  applicant  is  required  to  submit  an 
environmental  impact  analysis  report  analyz¬ 
ing  the  environmental  impact  of  the  manu¬ 
facturing  process  and  the  ultimate  use  or 
consumption  of  the  drug  pursuant  to  §  6.1 
of  this  chapter. 

(d)  Optional  expanded  summary  and 
evaluation.  (1)  A  summary  and  evalua¬ 
tion  prepared  according  to  the  guidelines 
described  in  paragraph  (d)  (2)  of  this 
section  may  be  substituted  for  items 
2  and  3  of  the  new-drug  application 
Form  FD-356H  (drugs  for  human  use). 

(2)  The  following  summary  outline 
covers  the  elements  that  are  pertinent  to 
an  evaluation  of  the  safety  and  effec¬ 
tiveness  of  most  drugs,  but  it  is  recog¬ 
nized  that  it  may  not  be  applicable  in 
detail  to  all  drugs  and  situations.  It  is 
not  intended  that  all  items  listed  must 
be  dealt  with  irrespective  of  their  appli¬ 
cability.  If  it  is  appropriate  for  other 
criteria  to  be  covered,  they  should  be 
included.  An  explanation  of  the  reason 
for  omission  of  an  item  should  be  given, 
if  not  self-evident.  An  accurate,  com¬ 
plete,  and  concise  summary  should 
contribute  materially  to  facilitate  the 
evaluation  of  the  application.  When  a 
supplemental  application  is  proposed 
that  requires  the  submission  of  substan¬ 
tial  preclinical  or  clinical  data,  a  sum¬ 
mary  and  evaluation  of  those  data  are 
also  invited. 

Summary  and  Evaluation 

A.  Chemistry: 

1.  Chemical  structural  formula  or  de¬ 
scription  for  any  new-drug  substance. 

2.  Relationship  to  other  chemicaUy  or 
pharmacologically  related  drugs. 

3.  Description  of  dosage  form  and  quan¬ 
titative  composition. 

B.  Scientific  rationale  and  purpose  the 
drug  Is  to  serve. 

1.  Clinical  purpose. 

2.  Highlights  of  preclinical  studies.  The 
reasons  why  certain  types  of  studies  were 
done  or  omitted  as  related  to  the  proposed 
conditions  of  human  use  and  to  information 
already  known  about  this  class  of  com¬ 
pounds.  Emphasize  any  unusual  or  par¬ 
ticularly  significant  pharmacological  effects 
or  toxicological  findings. 

3.  Highlights  of  clinical  studies.  The 
rationale  of  the  clinical  study  plan  showing 
why  types  of  studies  were  done,  amended,  or 
omitted  as  related  to  preclinical  studies  and 
prior  clinical  experience. 

4.  Conclusions.  A  short  statement  of  con¬ 
clusions  combining  the  major  points  of  ef¬ 
fectiveness  and  safety  as  they  relate  to  the 
use  of  the  drug. 

C.  Reference  number  of  the  Investiga¬ 
tional  drug  notice  (s)  under  which  this  drug 
was  Investigated  and  of  any  notice,  new-drug 
application,  or  master  file,  any  contents  of 
which  are  being  incorporated  by  reference 
to  support  the  application. 

D.  Preclinical  studies:  All  findings  should 
be  presented  including  all  adverse  reactions 
which  are  interpreted  as  being  Incidental  or 
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not  drug-related.  The  summaries  of  the  In¬ 
dividual  tests  described  hereinafter  should 
Include  a  brief  statement  of  methodology 
with  results  and  Interpretation  of  the  test. 
Each  test  should  be  referenced  to  the  proper 
page  number  (s)  and  volume  number  of  the 
detailed  report  or  to  the  table  of  contents 
preceding  the  basic  scientific  data.  Include 
a  table  of  contents  referring  by  volume  and 
page  number  (s)  to  the  summary  and  to  the 
location  of  the  complete  data  and  reports 
In  the  application  and  any  documents  In¬ 
corporated  by  reference. 

1.  Pharmacology.  Studies  on  pharmaco¬ 
dynamics,  endocrinology,  etc.,  as  appropriate. 

a.  Studies  of  activities  related  to  the  pri¬ 
mary  therapeutic  activity. 

b.  Studies  of  activities  related  to  second¬ 
ary  therapeutic  aotivity. 

c.  Studies  of  miscellaneous  pharmacologic 
activities  of  the  compound  that  may  be  con¬ 
sidered  pertinent  to  the  efficacy  or  safety  of 
the  drug. 

d.  Metabolism. 

1.  Absorption. 

11.  Tissue  distribution, 
iil.  Detoxification, 
iv.  Excretion. 

2.  Toxicology  and  pathology. 

a.  Acute  toxicity.  Summarize  by  species 
and  route  of  administration.  Give  levels  and 
number  of  animals  per  dose  level  with 
weights,  sex,  and  maturity.  In  some  unusual 
circumstances,  a  brief  description  of  the 
method  may  be  needed.  Give  LDw  values 
with  standard  deviation,  signs  of  toxicity, 
times  of  deaths,  and  other  pertinent  infor¬ 
mation.  It  is  desirable  that  species  and/or 
sex  differences  be  pointed  out  and  that  the 
ratio  of  the  oral  to  parenteral  LDm’s  be  indi¬ 
cated. 

b.  Subacute  and  chronic  toxicity  studies 
(present  by  species) . 

i.  Method.  Give  duration  of  study,  route 
of  administration,  dose  levels,  and  method  of 
giving  drug  (diet,  gavage).  Include  number 
of  animals  per  dose  level  and  range  of  weights 
at  initiation.  Indicate  parameters  studied, 
including  pathology. 

ii.  Results.  List  pertinent  observations, 
including  pathology,  with  statement  that 
other  parameters  were  not  affected.  If  neces¬ 
sary,  indicate  which  alterations  were  related 
to  pharmacodynamic  activity  and  which  were 
related  to  toxicity. 

c.  Reproduction  and  teratology  studies 
(present  by  species). 

i.  Method.  Give  dose  levels  employed  and 
time  of  drug  administration  relative  to  stage 
of  pregnancy.  List  parameters  examined. 
State  method  of  examination  of  young. 

ii.  Results.  Describe  effect  on  mother  and 
on  the  various  parameters  of  pregnancy  and 
the  fetus.  Discuss  relationship  of  drug  doses 
to  the  therapeutic  and  toxic  doses. 

d.  Miscellaneous  studies.  Include  studies 
designed  to  explore  drug  toxicity  beyond  the 
more  routine  acute,  subacute,  and  chronic 
studies.  Studies  on  tissue  irritancy,  ciliary 
motility,  etc.,  and  special  tests  of  pharma¬ 
ceutical  formulations  should  be  included. 

e.  Evaluation  of  effectiveness  and  safety. 
This  section  should  be  the  final  evaluation 
of  effectiveness  and  safety  based  upon  the 
known  attributes  of  the  new  drug  in  animals. 

E.  Clinical  studies.  All  material  should 
be  referenced  to  the  investigator  and  to  the 
volume  and  page  number  of  the  raw  data. 
Include  a  table  of  contents  referring  by  vol¬ 
ume  and  page  number  (s)  to  the  summary 
and  tc  the  location  of  the  complete  data  and 
reports  in  the  application  and  in  any  docu¬ 
ment  incorporated  by  reference. 

1.  Specla.  studies.  Include  all  studies  that 
do  not  clearly  have  applicability  elsewhere. 
If  anything  is  known  about  absorption,  dis¬ 
tribution,  excretion,  and  fate  of  the  drug,  it 
should  be  included  here.  Correlations  with 


similar  animal  data  should  be  drawn.  Drug 
studies  on  circulation,  respiration,  volun¬ 
teer  extraordinary  safety  studies,  and  over¬ 
dosage  effects  are  examples.  Studies  of  dose 
findings  are  not  to  be  Included. 

2.  Dose-range  studies  (Individual  and  col¬ 
lective  analysis).  Include  for  each  study: 

a.  Investigator. 

b.  Plan. 

c.  Materials  used. 

d.  Diagnosis. 

e.  Age  and  sex  of  patients  and,  if  appli¬ 
cable: 

I.  Drug  codes. 

II.  Control  agents. 

iil.  Statistical  methods, 
iv.  Results,  adverse  reactions  and  experi¬ 
ence,  and  other  Bide  effects. 

3.  Controlled  clinical  studies.  A  brief  de¬ 
scription  of  each  giving: 

a.  Investigator. 

b.  Detailed  design  of  study:  Crossover, 
double  crossover,  stratified  sample  or 
matched  groups,  double-blind,  single-blind, 
randomized,  etc. 

c.  Control  agents  (placebo,  reference  com¬ 
pounds)  . 

d.  Drug  codes. 

e.  Design  for  selection  of  control  and  drug 
groups. 

f.  Primary  and  secondary  diagnoses.  In¬ 
cluding  severity  and  stage  of  disease,  of  pa¬ 
tients  in  drug  and  control  groups  with  num¬ 
bers,  sex,  and  age  distribution. 

g.  Detailed  criteria  of  effectiveness,  ob¬ 
jective  and  subjective. 

h.  A  brief  description  of  adverse  experi¬ 
ences  looked  for  by  the  subject  or  patient 
and  by  the  Investigator.  Include  laboratory 
tests  and  timing  of  observation. 

I.  Control  and  drug  periods  and  kind  and 
number  of  observations  made  in  each. 

J.  Adverse  reactions  and  all  adverse  experi¬ 
ence  by  system  and  organ,  general  and  local. 

k.  All  results,  positive,  negative,  or  Incon¬ 
clusive. 

l.  Statistical  analysis  where  possible,  kind 
and  applicability. 

m.  Conclusions.  Overall  conclusions  of 
controlled  clinical  studies. 

4.  Other  clinical  reports.  Depending  on 
the  nature  of  the  Investigation,  this  could  be 
divided  between  incompletely  controlled 
studies  and  reports  of  uncontrolled  use.  The 
presentation  of  the  plan  and  method  of 
analysis  could  be  governed  by  the  criteria  in 
“3.  Controlled  clinical  studies”  and  by  the 
situation. 

5.  Clinical  laboratory  studies  related  to 
effectiveness.  A  description  and  summary  of 
results.  If  applicable,  use  pre-  and  post¬ 
treatment  tables  and  graphs. 

6.  Clinical  laboratory  studies  related  to 
safety. 

a.  The  general  plan  giving  the  number  of 
studies,  duration  of  therapy,  controls,  num¬ 
ber  of  control  determinations,  etc. 

b.  A  description  and  summary  of  the  re¬ 
sults  for  each  study,  including  all  variations 
irrespective  of  the  significance,  the  Investi¬ 
gator’s  name  (with  reference  to  volume  and 
page  number  of  the  raw  data),  the  results  of 
laboratory  determinations,  the  number  of 
patients,  the  range  of  normal  values  for  each 
laboratory  and  what  standardization  pro¬ 
cedures  each  laboratory  employs.  Discuss 
variations  fully  and  make  a  Judgment  of  the 
significance  of  variations  with  supporting 
reasons.  Submit  explanatory  tables  and 
graphs  wherever  useful. 

7.  Summary  of  clinical  literature  reviewed 
by  applicant.  All  studies,  including  controlled 
studies,  that  yield  data  pertinent  to  safety 
and  effectiveness  of  the  drug  and  all  reports 
of  adverse  experience  should  be  abstracted, 
utilizing  the  criteria  in  ”3.  Controlled  clini¬ 
cal  studies”  under  "E.  Clinical  studies.’’ 

8.  Overall  results  and  conclusions.  This 
category  should  combine  findings  from  all 


categories  in  this  item  E  (Clinical  studies) 
and  present  composite,  balanced  conclusions. 

a.  Table  of  all  Investigators,  academic 
affiliation,  number  of  cases  reported  and  na¬ 
ture  of  the  study  (special,  controlled,  double¬ 
blind,  single-blind,  randomized,  or  not,  etc.). 

A  statement  should  be  made  as  to  why  the 
study  was  discontinued,  if  it  was,  or  a  state¬ 
ment  that  it  is  continuing,  if  such  is  the 
case.  (If  this  information  has  been  submitted 
elsewhere,  it  may  be  Incorporated  by  refer¬ 
ence.) 

b.  Table  of  age  range  for  all  studies  giving 
totals  in  each  age  group  and  number  of  males 
and  females  in  each  age  group. 

c.  Table  of  various  dosage  schedules  by 
duration  and  number  of  patients. 

d.  Effectiveness. 

I.  Summarize  evidence  separately  for  each 
claim  cited  in  the  package  circular.  Give  re¬ 
sults  by  claim  either  by  blending  the  results 
of  equivalent  types  of  studies  done  or  by 
citing  the  results  of  the  other  well-done 
studies  separately  and  then  drawing  a 
conclusion. 

II.  Include  summary  tables  containing  the 
primary  and  secondary  diagnoses,  the  num¬ 
ber  of  patients  and  controls,  the  dosage 
schedule,  duration,  and  responses. 

e.  Safety. 

1.  Includes  tabulations  listing  all  side  ef¬ 
fects  or  adverse  experience,  by  age  and  sex, 
whether  or  not  the  applicant  considers  them 
to  be  significant,  showing  whether  therapy 
was  stopped  and  showing  the  investigator’s 
name  with  a  reference  to  the  volume  and 
page  number  in  the  application  and  any  doc¬ 
uments  incorporated  by  reference  where  the 
complete  data  and  reports  may  be  found. 
Indicate  which  side  effects  and  adverse  ex¬ 
periences  are  regarded  by  the  applicant  as 
possibly  drug-related. 

ii.  Append  the  Investigator’s  and  the  ap¬ 
plicant’s  discussion  of  the  basis  for  deciding 
whether  or  not  the  adverse  experience  is 
drug-related  and  the  significance  of  possibly 
drug-related  experiences. 

f.  Overall  conclusions  about  safety  and 
effectiveness. 

1.  Concisely  compare  kind  and  Incidence 
of  beneficial  experience  with  kind  and  inci¬ 
dence  of  adverse  experlenoe  found  in  clinical 
studies.  Tabulate  adverse  reactions  and  ex¬ 
periences  with  percentage  of  Incidence  that 
were  derived  from  studies  designed  to  seek 
such  data,  if  possible.  Concisely  state  effec¬ 
tive  and  recommended  clinical  dosage  range 
on  a  mg./kg.  basis  and  state  mg./kg.  dosage 
levels  which  showed  adverse  effects  in 
animals  and  adverse  experience  in  clinical 
studies. 

ii.  To  the  extent  known,  or  from  studies  by 
the  applicant,  concisely  compare  therapeu¬ 
tic  index  (effective  vs.  toxic  dosage)  and  in¬ 
cidence  of  beneficial  and  significant  adverse 
effects  with  related  drugs. 

lii.  Summarize  findings  with  regard  to 
habit-forming  or  addiction  potential,  when 
applicable. 

9.  Annotated  package  circular. 

a.  For  each  claim  or  indication,  give  refer¬ 
ences  supporting  it  in  the  summary,  or  give 
statements  that  are  in  turn  referenced  to  the 
summary. 

b.  For  each  side  effect  and  adverse  experi¬ 
ence  contained  in  the  submitted  summaries 
and  raw  data,  and  for  each  contraindication, 
warning,  and  precaution  suggested  by  such 
data,  give  references  to  it  in  the  summary 
and  cite  the  disclosure  contained  in  the 
package  circular,  or  explain  its  omission. 
Similarly,  cite  or  explain  the  omission  of 
such  additional  disclosures  based  on  experi¬ 
ence  with  related  drugs. 

(e)  (1)  For  drugs  far  human  use,  as¬ 
semble  and  bind  three  copies  of  the  origi¬ 
nal  application  as  follows: 
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(i)  Obtain  from  the  Food  and  Drug 
Administration,  Bureau  of  Drugs,  5600 
Fishers  Lane,  Rockville,  MD  20852,  suffi¬ 
cient  folders  for  binding  triplicate  copies 
of  the  new-drug  application.  Approxi¬ 
mately  2  inches  of  material  may  be  bound 
in  each  folder. 

(ii)  Bind  the  original  or  ribbon  copy 
of  the  application  in  a  blue  folder.  This 
will  be  copy  No.  1  and  should  be  a  com¬ 
plete  copy. 

(iii)  Bind  an  identical  copy  in  a  red 
folder,  copy  No.  2,  and  an  identical  copy 
in  a  yellow  folder,  copy  No.  3,  except 
that  the  individual  clinfcal  case  reports 
may  be  omitted  from  these  copies  and 
the  forms  FD-1639  may  be  omitted 
from  copy  No.  3. 

(iv)  Identify  each  front  cover  with  the 
name  of  the  applicant  and  the  name  of 
the  drug. 

(v)  Use  separate  pages  or  sets  of  pages 
for  each  numbered  heading,  Items  1 
through  12,  of  the  new-drug  application 
Form  FD-356H.  Arrange  the  parts  as  de¬ 
scribed  under  paragraph  (e)  (1)  (vii)  and 
Cviii)  of  this  section.  Number  the 
pages  of  the  new-drug  application  and 
include  a  table  of  contents.  Each  copy 
should  bear  the  same  page  numbering, 
except  that  copies  No.  2  and  No.  3  will 
not  include  the  page  numbers  used  for 
the  individual  clinical  case  reports  and 
copy  No.  3  will  not  include  the  page 
numbers  used  for  the  forms  FD-1639. 

(vi)  The  labeling  should  be  distributed 
in  three  copies  of  the  application  as 
follows:  Two  sets  of  labeling  in  copy  No. 

1,  one  set  in  copy  No.  2,  and  one  set  in 
copy  No.  3;  if  the  labeling  is  in  printed 
form,  the  remaining  eight  sets  should  be 
submitted  unbound. 

(vii)  Arrange  the  separate  numbered 
items  of  a  multivolume  application 
(items  1  through  12  of  Form  FD-356H) 
in  the  following  sequence.  A  new  volume 
should  be  started  for  each  of  the  fol¬ 
lowing  parts  marked  with  an  asterisk, 
and  within  each  part  as  many  volumes 
should  be  used  as  are  needed  to  limit 
each  Volume  to  not  more  than  2  inches 
in  thickness: 

•  Cover  letter,  If  any;  signed  Form  FD-356H; 
Items  1  through  7  of  the  Form  FD-356H. 

•  Manufacturing  and  sample  Information 

(Items  8  and  9) . 

•  Animal,  toxicological,  microbiological,  and 
In  vitro  data  (Item  10) .  . 

•  List  of  Investigators;  clinical  Information 
other  than  Individual  case  reports  (items 
11  and  12). 

•  Forms  FD-1639,  Drug  Experience  Report,  to 
be  Included  In  a  separate  volume  In  copy 
No.  1  and  copy  No.  2  only;  cover  of  volume 
to  be  marked  ‘'FD-1639”  (Item  12d). 

•  Individual  clinical  case  reports,  to  be  In¬ 
cluded  in  copy  No.  1  only  (item  12). 

(viii)  Number  each  volume  in  the 
lower  right-hand  comer.  Start  with  the 
number  1.1  and  continue  with  1.2, 1.3, 1.4, 
etc.,  as  needed,  until  all  volumes  have 
been  identified  as  1 _ Copies  No.  1,  No. 

2.  and  No.  3  should  bear  the  identical 
volume  numbers,  except  that  the  volumes 
of  individual  clinical  case  reports  will  be 
omitted  from  copies  No.  2  and  No.  3  and 
the  volumes  of  forms  FD-1639  will  be 
omitted  from  copy  No.  3. 

(ix)  Submit  separate  applications  for 
each  different  dosage  form  of  the  drug 


proposed.  It  is  not  necessary  to  repeat  in 
each  application  basic  information  perti¬ 
nent  to  all  dosage  forms  if  reference  is 
made  to  the  application  containing  such 
information.  Include  in  each  application 
information  applicable  to  the  specific 
dosage  form;  such  as  labeling,  compo¬ 
sition,  stability  data,  and  method  of 
manufacture. 

(x)  Forward  amendments,  supple¬ 
ments,  reports,  and  other  correspondence 
submitted  after  the  original  application 
in  these  folders  and  this  format  if  they 
contain  sufficient  material. 

The  front  cover  of  these  submissions 
should  be  identified  with  the  name  of 
the  applicant,  the  name  of  the  drug,  and 
the  NDA  number,  if  known.  Number  the 
volumes  as  described  in  paragraph  (e) 
(l)(viii)  of  this  section,  using  for  each 
subsequent  submission  a  higher  number 
to  the  left  of  the  decimal  point;  for  ex¬ 
ample,  a  two-volume  amendment  sub¬ 
mitted  after  the  original  application 
would  be  numbered  2.1  and  2.2,  and  if 
a  one-volume  supplement  is  then  sub¬ 
mitted,  it  would  be  3.1.  The  next  sub¬ 
mission  might  be  4.1,  4.2,  through  4.23. 
Submissions  consisting  of  only  a  few 

pages  will  be  added  to  the  latest - 1 

volume  and  need  not  be  forwarded  as  a 
new  volume  number. 

(2)  An  incomplete  application,  or  one 
that  has  not  been  submitted  in  triplicate, 
will  be  retained  but  not  filed  as  an  ap¬ 
plication  provided  for  in  section  505(b) 
of  the  act.  The  applicant  will  be  notified 
in  what  respects  his  application  is  in¬ 
complete. 

(f)  Abbreviated  new-drug  applica¬ 
tions.  Such  applications  shall  contain: 

(D  Satisfactory  information  of  the 
kinds  described  in  items  1  (table  of  con¬ 
tents),  4  (label  and  all  other  labeling), 
5  (Rx  or  OTC  statement) ,  and  6  (compo¬ 
nents)  of  the  new-drug  application  Form 
FD-356II,  and  in  lieu  of  full  information 
described  under  items  7  and  8  (composi¬ 
tion  and  methods,  facilities,  and  con¬ 
trols),  brief  statements  that: 

(i)  Include  the  composition  of  the 
drug,  stating  the  name  and  amount  of 
each  ingredient  whether  active  or  not, 
contained  in  a  stated  quantity  of  the 
drug  in  the  form  in  which  it  is  to  be 
distributed. 

(ii)  Identify  the  place  where  the  drug 
will  be  manufactured,  processed,  pack¬ 
aged,  and  labeled  and  the  name  of  the 
supplier  of  the  active  ingredient(s) . 

(iii)  Identify  any  person  other  than 
the  applicant  who  performs  a  part  of 
those  operations  and  designate  the  part. 

(iv)  Include  certifications  from  the 
applicant  and  from  any  person  identified 
in  paragraph  (f)(1)  (iii)  of  this  section 
that  the  methods  used  in,  and  the  fa¬ 
cilities  and  controls  used  for,  the  manu¬ 
facture,  processing,  packing,  and  hold¬ 
ing  of  the  drug  are  in  conformity  with 
current  good  manufacturing  practice  in 
accord  with  Part  133  of  this  chapter. 

(v)  Assure  that  the  drug  dosage  form 
and  components  will  comply  with  the 
specifications  and  tests  described  in  an 
official  compendium,  if  such  article  is 
recognized  therein,  or,  if  not  listed  or 
if  the  article  differs  from  the  compen¬ 
dium  drug,  that  the  specifications  and 


tests  applied  to  the  drug  and  its  com¬ 
ponents  are  adequate  to  assure  their 
identity,  strength,  quality,  and  purity. 

(vi)  Outline  the  methods  used  in,  and 
the  facilities,  and  controls  used  for,  the 
manufacture,  processing,  and  packaging 
of  the  drug. 

(2)  Labeling  that  is  in  accord  with 
the  labeling  conditions  described  in  the 
finding  that  an  abbreviated  new-drug 
application  is  sufficient. 

(3)  If  the  drug  finding  so  specifies  for 
the  formulation  intended  for  marketing, 
data  adequate  to  assure  the  biological 
availability  of  the  drug.  For  preparations 
claiming  sustained  action,  timed-release, 
or  other  delayed  or  prolonged  effect, 
such  data  should  show  that  the  drug  is 
available  at  a  rate  of  release  that  will 
be  safe  and  effective. 

(4)  Any  information  available  to  the 
applicant,  including  preclinical  or  clin¬ 
ical  data  developed  by  the  applicant  or 
by  other  persons  on  behalf  of  the  appli¬ 
cant,  on  adverse  effects  of  the  drug  that 
is  not  reflected  in  the  labeling. 

(5)  Additional  information  that  may 
be  required  for  the  approval  of  the  ap¬ 
plication  as  specified  in  a  written  com¬ 
munication  from  the  Food  and  Drug 
Administration. 

(6)  An  environmental  impact  analysis 
report  analyzing  the  environmental  im¬ 
pact  of  the  manufacturing  process  and 
ultimate  use  or  consumption  of  the  drug 
pursuant  to  §  6.1  of  this  chapter. 

(7)  The  signature  of  the  applicant  or 
responsible  official  or  agent  on  a  com¬ 
pleted  form  FD-356H. 

§  314.6  Amended  application*. 

The  applicant  may  submit  an  amend¬ 
ment  to  an  application  that  is  pending, 
but  in  the  case  of  a  substantive  amend¬ 
ment,  the  unamended  application  may 
be  considered  as  withdrawn  and  the 
amended  application  may  be  considered 
resubmitted  on  the  date  on  which  the 
amendment  is  received  by  the  Food  and 
Drug  Administration.  The  applicant 
will  be  notified  of  such  date. 

§  314.7  Withdrawal  of  applications  with¬ 
out  prejudice. 

The  applicant  may  at  any  time  with¬ 
draw  his  pending  application  from  con¬ 
sideration  as  a  new-drug  application 
upon  written  notification  to  the  Food 
and  Drug  Administration.  Such  with¬ 
drawal  may  be  made  without  prejudice 
to  a  future  filing.  Upon  resubmission, 
the  time  limitation  will  begin  to  run  from 
the  date  the  resubmission  is  received  by 
the  Food  and  Drug  Administration.  The 
application  itself  will  be  retained  by  the 
Food  and  Drug  Administration  although 
It  is  considered  withdrawn,  but  the  ap¬ 
plicant  shall  be  furnished  a  copy  at  cost, 
on  request. 

§  314.8  Supplemental  applications. 

(a)  (1)  After  an  application  is  ap¬ 
proved,  a  supplemental  application  may 
propose  changes.  A  supplemental  ap¬ 
plication  may  omit  statements  made  in 
the  approved  application  concerning 
which  no  change  is  proposed.  Each  sup¬ 
plemental  application  shall  include  up- 
to-date  reports  of  any  of  the  kinds  of 
information  required  by  §  310.300(a)  of 
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this  chapter  that  has  not  previously  been 
submitted  as  part  of  the  application,  in¬ 
cluding  such  submission  under  the  rec¬ 
ords  and  reports  requirements  of 
5  310.300  of  this  chapter  or  §  310.302  of 
this  chapter.  A  supplemental  application 
proposing  substantial  changes  which 
may  affect  the  quality  of  the  human  en¬ 
vironment  shall  be  accompanied  by  an 
environmental  impact  analysis  report 
pursuant  to  §  6.1  of  this  chapter. 

(2)  A  supplemental  application  should 
be  submitted  for  any  change  beyond  the 
variations  provided  for  in  the  applica¬ 
tion  (including  changes  in  the  scale  of 
production,  such  as  from  pilot-plant  to 
production  batch),  that  may  alter  the 
conditions  of  use,  the  labeling,  the  safety, 
effectiveness,  identity,  strength,  quality, 
or  purity  of  the  drug  or  the  adequacy  of 
the  manufacturing  methods,  facilities,  or 
controls  to  preserve  them. 

(3)  Any  mailing  or  promotional  piece 
used  after  the  drug  is  placed  on  the 
market  is  labeling  requiring  a  supple¬ 
mental  application  unless  the  parts  of 
the  labeling  furnishing  directions,  warn¬ 
ings,  and  information  for  use  of  the  drug 
are  the  same  in  language  and  emphasis 
as  labeling  approved  or  permitted,  and 
any  other  parts  of  the  labeling  are  con¬ 
sistent  with  and  not  contrary  to  such 
approved  or  permitted  labeling. 

(4)  The  supplemental  application 
shall  be  submitted  as  follows:  A  com¬ 
munication  proposing  a  change  in  a  new- 
drug  application  should  provide  for  no 
more  than  one  of  the  following  kinds  of 
changes: 

(i)  Revision  in  labeling;  such  as,  up¬ 
dating  information  pertaining  to  effects, 
dosages,  and  side  effects  and  contraindi¬ 
cations,  which  includes  information 
headed  side  effects,  warnings,  precau¬ 
tions,  and  contraindications. 

(ii)  Addition  of  claim. 

(ill)  Revision  in  manufacturing  or 
control  procedures;  for  example,  changes 
in  components,  composition,  method  of 
manufacture,  analytical  control  proce¬ 
dures,  package  or  tablet  size,  etc. 

(iv)  Change  in  manufacturing  facili¬ 
ties. 

(v)  Provision  for  outside  firm  to  par¬ 
ticipate  in  the  preparation,  distribution, 
or  packaging  of  a  new  drug  (new  distrib¬ 
utor,  packer,  supplier,  manufacturer, 
etc.) ;  one  firm  per  submission. 

Any  number  of  changes  may  be  sub¬ 
mitted  at  any  one  time;  but  if  they  fall 
into  different  categories  as  listed  in  para¬ 
graph  (a)(4)  (i)  through  (v)  of  this 
section,  the  proposed  changes  should 
be  covered  by  separate  communications. 
Where,  however,  a  change  necessitates 
an  overlap  in  categories,  it  should  be  sub¬ 
mitted  in  a  single  communication.  For 
example,  a  change  in  tablet  potency 
would  require  other  changes  such  as  in 
components,  composition,  and  labeling 
and  should  be  submitted  in  a  single 
communication. 

(5)  The  following  changes  may  be 
placed  into  effect  without  the  approval 
of  a  supplemental  application  if  such 
change  is  fully  described  in  the  next 
periodic  report  required  under  §  310.300 
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(b)  (4)  of  this  chapter  or  §  310.302(e)  of 
this  chapter  or,  when  such  a  report  is 
not  required,  in  a  written  communication 
to  the  Food  and  Drug  Administration 
within  60  days  of  the  effective  date  of 
the  change(s).  This  does  not  apply  to  a 
change  proposed  because  of  any  mixup 
or  any  bacteriological  or  significant 
chemical,  physical,  or  other  change  or 
deterioration  in  the  drug  or  any  failure 
of  one  or  more  distributed  batches  of  the 
drug  to  meet  its  specifications. 

(i)  A  different  container  size  for  solid 
oral  dosage  forms  where  container  and 
closure  are  of  the  same  materials  as 
those  provided  for  in  the  approved  ap¬ 
plication. 

(ii)  Change  in  personnel  not  involv¬ 
ing  new  facilities. 

(iii)  Change  in  equipment  that  does 
not  alter  the  method  of  manufacture  of 
a  new  drug  substance  or  dosage  form  of 
a  new  drug. 

(iv)  Change  from  one  commercial 
batch  size  to  another  wdthout  any  change 
in  manufacturing  procedure. 

(v)  Change  to  more  stringent  specifi¬ 
cation  without  altering  the  method  de¬ 
scribed  in  the  approved  application. 

(vi)  Inclusion  of  additional  specifica¬ 
tions  and  methods  without  deletion  of 
those  described  in  the  approved  applica¬ 
tion. 

(vii)  Alteration  of  specifications  or 
methods  for  inactive  ingredients  to  bring 
them  into  compliance  with  new  or  re¬ 
vised  specifications  or  methods  in  an  offi¬ 
cial  compendium. 

(viii)  Initiation  of  a  product  identifi¬ 
cation  coding  system. 

(ix)  Addition  to  labeling  of  a  reason¬ 
able  expiration  date,  where  none  was 
previously  used,  with  related  conditions 
of  drug  storage  when  appropriate,  ex¬ 
cept  when  there  is  evidence  that  there 
has  been  a  significant  deterioration  of 
the  drug  under  marketing  conditions 
which  necessitates  the  immediate  sub¬ 
mission  of  a  report  under  the  provisions 
of  §  310.300(b)  (1)  of  this  chapter.  The 
report  or  written  communication  de¬ 
scribing  such  change  in  labeling  should 
include  stability  data  justifying  the  ex¬ 
piration  date  and  recommended  condi¬ 
tions  of  storage. 

(x)  Change  from  paper  labels  to  direct 
printing  on  glass  containers  without  a 
change  in  text. 

(6)  Approval  of  a  supplemental  appli¬ 
cation  will  not  be  required  to  provide  for 
an  additional  distributor  to  distribute  a 
drug  which  is  the  subject  of  an  approved 
new -drug  application  if  the  conditions 
described  below  are  met  prior  to  putting 
such  a  change  into  effect.  An  order  may 
issue  refusing  approval  if  any  condition 
is  not  met  or  if  any  of  the  reasons  for 
refusing  or  withdrawing  approval,  as 
stated  in  section  505  (d)  and  (e)  of  the 
act  or  §  314.110,  applies.  For  the  purposes 
of  maintaining  records  and  making  re¬ 
ports  under  the  requirements  of  §§  310.- 
300  and  310.302  of  this  chapter,  a  distrib¬ 
utor  provided  for  under  this  section 
shall  be  considered  an  “applicant”  with¬ 
in  the  meaning  of  5  310.300(g)  of  this 
chapter. 


(i)  A  supplemental  application  is  fur¬ 
nished  to  the  Food  and  Drug  Adminis¬ 
tration  to  provide  for  a  designated 
distributor. 

(ii)  There  are  no  changes  from  the 
conditions  of  the  approved  application 
except  for  a  different  and  suitable  pro¬ 
prietary  name  of  the  drug  (if  one  is 
used)  and  the  name  and  address  of  the 
distributor  as  used  on  the  label  and 
labeling.  The  name  of  the  distributor 
shall  be  accompanied  by  an  appropriate 
qualifying  phrase  such  as  “manufactured 
for”  or  “distributed  by.” 

(iii)  A  distributor’s  statement  is  fur¬ 
nished  to  the  Food  and  Drug  Adminis¬ 
tration  identifying  the  category  of  his 
operations  (for  example,  wholesaler, 
retailer)  and  stating:  That  he  will  dis¬ 
tribute  the  drug  wily  under  the  labeling 
provided  for  in  the  new  drug  applica¬ 
tion;  that  any  other  labeling  or  adver¬ 
tising  for  the  drug  will  prescribe,  recom¬ 
mend,  or  suggest  its  use  only  under  the 
conditions  stated  in  the  labeling  pro¬ 
vided  for  in  the  application;  and,  if  the 
drug  is  a  prescription  article,  that  he  is 
regularly  and  lawfully  engaged  in  the 
distribution  or  dispensing  of  prescription 
drugs. 

(iv)  Twelve  copies  of  the  printed  labels 
and  other  labeling  to  be  used  by  the 
distributor  are  submitted,  Identified  with 
the  new -drug  application  number. 

(b)  When  necessary,  for  the  safety 
or  effectiveness  of  the  drug,  a  supple¬ 
mental  application  shall  specify  a  period 
of  time  within  which  the  proposed 
change  will  be  made. 

(c)  If  a  material  change  is  made  in 

the  components,  composition,  manufac¬ 
turing  methods,  facilities  or  controls,  or 
in  the  labeling  or  advertising  from  the 
representations  in  an  approved  applica¬ 
tion  for  a  new  drug  (except  changes  con¬ 
forming  to  the  conditions  set  forth  in 
paragraph  (a)  (5)  and  (6)  and/or 

paragraphs  (d),  (e),  (f),  and  (g)  of 
this  section)  and  the  drug  is  marketed 
before  a  supplement  is  approved  for  such 
change,  approval  of  the  application  may 
be  suspended  or  withdrawn  as  provided 
in  section  505(e)  of  the  act. 

(d)  Changes  of  the  following  kinds 
proposed  in  supplemental  new-drug  ap¬ 
plications  should  be  placed  into  effect  at 
the  earliest  possible  time: 

(1)  The  addition  to  package  labeling, 
promotional  labeling,  and  prescription 
drug  advertising  of  additional  warning, 
contraindication,  side-effect,  and  precau¬ 
tion  information. 

(2)  The  deletion  from  package  label¬ 
ing,  promotional  labeling,  and  drug  ad¬ 
vertising  of  false,  misleading,  or  unsup¬ 
ported  indications  for  use  or  claims  for 
effectiveness. 

(3)  Changes  in  the  methods,  facili¬ 
ties,  or  controls  used  for  the  manufac¬ 
ture,  processing,  packing,  or  holding  of 
the  drug  (other  than  utilization  of  es¬ 
tablishments  not  covered  by  the  approval 
that  is  in  effect)  that  give  increased 
assurance  that  the  drug  will  have  the 
characteristics  of  identity,  strength, 
quality,  and  purity  which  it  purports  or 
is  represented  to  possess. 
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(4)  The  addition  to  the  package  label¬ 
ing,  promotional  labeling,  or  prescrip¬ 
tion  drug  advertisements  of  information 
adequate  to  inform  the  prescriber  of  a 
drug  of  the  findings  of  a  panel  of  the  Na¬ 
tional  Academy  of  Sciences-National 
Research  Council,  Drug  Efficacy  Study 
Group,  with  respect  to  any  claim  in  the 
labeling  evaluated  other  than  “effective,’' 
in  accordance  with  §  3.81  of  this  chapter. 

(e)  It  will  be  the  policy  of  the  Pood 
and  Drug  Administration  to  take  no  ac¬ 
tion  against  a  drug  or  applicant  solely 
because  changes  of  the  kinds  described 
in  paragraph  (d)  of  this  section  are 
placed  in  effect  by  the  applicant  prior 
to  his  receipt  of  a  written  notice  of  ap¬ 
proval  of  the  supplemental  new-drug  ap¬ 
plication:  Provided,  That  all  the  follow¬ 
ing  conditions  are  met: 

(1)  The  supplemental  new-drug  ap¬ 
plication  providing  a  full  explanation  of 
the  basis  for  the  changes  has  been  sub¬ 
mitted,  plainly  marked  on  the  mailing 
cover  and  on  the  supplement  “Special 
new-drug  application  supplement — 
Changes  being  effected.” 

(2)  The  applicant  specifically  informs 
the  Food  and  Drug  Administration  of 
the  date  on  which  such  changes  are  being 
effected,  and  submits  to  the  Administra¬ 
tion  12  printed  copies  of  any  revised 
labeling  to  be  placed  in  use,  identified 
with  the  new-drug  application  number. 

(3)  All  promotional  labeling  and  all 
drug  advertising  are  promptly  revised 
consistent  with  the  changes  made  in  the 
labeling  on  or  within  the  drug  package. 

(f)  When  a  supplemental  application 
proposes  changes  only  of  the  kinds  de¬ 
scribed  in  paragraph  (d)  of  this  section, 
and  the  applicant  informs  the  Food  and 
Drug  Administration  that  the  changes 
are  being  put  into  effect,  such  notifica¬ 
tion  will  be  regarded  as  an  agreement  by 
the  applicant  to  an  extension  of  the  time 
for  formal  action  on  the  application. 

(g)  In  addition  to  changes  as  per¬ 
mitted  by  paragraphs  (d)  and  (e)  of 
this  section,  an  applicant  may  place  into 
effect  changes  proposed  in  a  supplement 
to  a  new-drug  application  that  became 
effective  prior  to  October  10,  1962,  upon 
written  notification  from  the  Food  and 
Drug  Administration  that  such  action  is 
permitted,  without  approval  of  the  sup¬ 
plemental  application,  pending  the  com¬ 
pletion  of  the  review  of  the  effectiveness 
of  such  drug  by  the  National  Academy  of 
Sciences — National  Research  Council 
and  a  determination  as  to  whether  there 
are  grounds  for  refusing  approval  under 
section  505(d)  of  the  act  or  for  invoking 
section  505(e).  It  will  be  the  policy  of 
the  Food  and  Drug  Administration  to 
take  no  action  against  a  drug  or  an  ap¬ 
plicant  solely  because  changes  that  have 
been  permitted  in  a  written  communica¬ 
tion  are  placed  into  effect  by  the  appli¬ 
cant  prior  to  his  receipt  of  a  written 
notice  of  approval  of  the  supplemental 
new-drug  application. 

(h)  Except  as  provided  in  paragraphs 
(e)  and  (g)  of  this  section,  no  provision 
of  this  section  shall  limit  the  authority 
of  the  Secretary  or  of  the  Commissioner 
to  suspend  or  withdraw  approval  of  a 
new-drug  application  in  accord  with  the 


provisions  of  section  505(e)  of  the  act 
or  to  initiate  any  other  regulatory .  pro¬ 
ceedings  with  respect  to  a  drug  or  appli¬ 
cant  under  provisions  of  the  act. 

(i)  Changes  from  the  conditions  of  an 
approved  new-drug  application  in  accord 
with  the  provisions  of  paragraphs  (d), 
(e) ,  and  (g)  of  this  section  are  permitted 
or  the  basis  of  a  temporary  deferral  of 
final  action  on  the  supplemental  applica¬ 
tion  under  the  provisions  of  section  505 
(c) ,  (d) ,  or  (e)  of  the  act. 

(j)  When  an  applicant  receives  written 
notification  from  the  Food  and  Drug 
Administration,  under  the  provisions  of 
paragraph  (g)  of  this  section,  that  he 
may  place  into  effect  changes  proposed  in 
a  supplemental  application  without  ap¬ 
proval  of  the  supplemental  application, 
he  may  within  30  days  submit  a  written 
request  that  the  Food  and  Drug  Ad¬ 
ministration  process  the  supplemental 
application.  In  such  case,  the  change 
shall  not  be  put  into  effect  until  ap¬ 
proved.  Within  180  days  of  the  receipt  of 
such  written  request,  the  Food  and  Drug 
Administration  will  approve  the  supple¬ 
mental  application  or  furnish  notice  of 
an  opportunity  for  a  hearing  under  the 
provisions  of  section  505  (d)  or  (e),  or 
both,  of  the  act  on  proposals  to  refuse 
the  supplemental  application  or  to  with¬ 
draw  approval  of  the  application  and 
supplements  thereto. 

(k)  A  supplement  to  an  application 
that  became  effective  prior  to  October 
10, 1962,  may  include  a  written  statement 
to  the  effect  that  a  temporary  deferral 
of  final  action  under  the  provisions  of 
paragraphs  (d),  (e),  or  (g)  of  this  sec¬ 
tion  is  unacceptable  to  the  applicant  and 
that  the  applicant  requests  action  as 
provided  in  section  505(c)  of  the  act. 
Final  action  on  such  supplemental  appli¬ 
cations  will  be  expedited  in  accord  with 
applicable  provisions  of  section  505  of 
the  act  and  regulations  in  this  part  and 
Part  310  of  this  chapter.  In  such  cases, 
if  the  applicant  places  into  effect  any  of 
the  proposed  changes  prior  to  his  receipt 
of  a  written  notice  of  approval  of  the 
supplemental  new-drug  application,  such 
action  may  be  regarded  by  the  Food  and 
Drug  Administration  as  a  basis  for  in¬ 
voking  the  provisions  of  section  505(e) 

(4)  of  the  act;  that  is,  the  applicant  may 
be  furnished  notice  of  an  opportunity  for 
a  hearing  on  a  proposal  to  withdraw  ap¬ 
proval  of  the  application  on  the  grounds 
that  the  application  contains  an  untrue 
statement  of  a  material  fact  related  to 
the  changes  from  the  conditions  ap¬ 
proved  in  the  application. 

§  31  1.0  Insufficient  information  in  ap¬ 
plication. 

(a)  The  information  contained  in  an 
application  may  be  insufficient  to  deter¬ 
mine  whether  a  drug  is  safe  or  effective 
in  use  if  it  fails  to  Include  (among  other 
things)  a  statement  showing  whether  the 
drug  is  to  be  limited  to  prescription  sale 
and  exempt  under  section  502(f)  (1)  of 
the  act  from  the  requirement  that  its 
labeling  bear  adequate  directions  for 
use.  If  the  drug  is  to  be  exempt,  the 
information  may  also  be  insufficient  if: 

(l)  The  specimen  labeling  proposed 


fails  to  bear  adequate  information  for 
use,  including  indications,  effects,  dos¬ 
ages,  routes,  methods,  and  frequency 
and  duration  of  administration,  and  any 
relevant  hazards,  contraindications,  side 
effects,  and  precautions,  under  which 
practitioners  licensed  by  law  to  adminis¬ 
ter  the  drug  can  use  the  drug  for  the 
purposes  for  which  it  is  intended,  in¬ 
cluding  all  purposes  for  which  it  is  to  be 
advertised,  or  represented,  in  accordance 
with  §  1.106  (b)  or  (c)  of  this  chapter, 
and  information  concerning  hazards, 
contraindications,  side  effects,  and  pre¬ 
cautions,  relevant  with  respect  to  any 
uses  for  which  the  drug  is  commonly 
prescribed. 

(2)  The  application  fails  to  show  that 
the  labeling  and  advertising  of  the  drug 
will  offer  the  drug  for  use  only  under 
those  conditions  for  which  it  is  offered 
in  the  labeling  that  is  part  of  the 
application. 

(3)  The  application  fails  to  show  that 
all  labeling  that  furnishes  or  purports 
to  furnish  information  for  use  of  the  drug 
will  contain  substantially  the  same  in¬ 
formation  for  use,  including  indications, 
effects,  dosages,  routes,  methods,  and 
frequency  and  duration  of  adminstra-’ 
tion,  and  any  relevant  hazards,  contra¬ 
indications,  side  effects,  and  precautions, 
which  is  contained  in  the  labeling  that  is 
part  of  the  application,  in  accordance 
with  §  1.106  (b)  or  (c)  of  this  chapter. 

(b)  The  information  contained  in  an 
application  will  be  considered  insuffi¬ 
cient  to  determine  whether  a  drug  is 
safe  and  effective  for  use  when  there  is  a 
refusal  or  failure  upon  written  notice 
to  furnish  duly  authorized  inspectors 
of  the  Food  and  Drug  Administration  an 
adequate  opportunity  to  inspect  the 
facilities,  controls,  and  any  record  perti¬ 
nent  to  the  application. 

§  314.10  New-drug  application  ap¬ 
provals;  availability  of  information. 

When  a  new-drug  application  or  a 
supplement  to  an  approved  new-drug 
application  is  approved  for  a  drug  in¬ 
tended  for  humans,  the  approved  label¬ 
ing  will  be  placed  on  file  with  the  Food 
and  Drug  Administration,  Office  of  Public 
Affairs,  5600  Fishers  Lane,  Rockville,  MD 
20852,  for  review  by  any  person  properly 
and  directly  concerned.  The  Press  Rela¬ 
tions  Staff  will  make  available  weekly 
lists  of  such  approved  applications  and 
supplements. 

§  314.11  Confidentiality  of  information 
contained  in  new-drug  applications. 

(a)  The  Federal  Food,  Drug,  and  Cos¬ 
metic  Act  provides,  in  section  505(b), 
that  any  person  may  file  with  the  Secre¬ 
tary  an  application  with  respect  to  any 
new  drug,  which  shall  include,  among 
other  things,  a  full  list  of  the  articles 
used  as  components  and  a  full  statement 
of  the  composition  of  such  drug.  These 
requirements  apply  to  all  components  or 
ingredients  of  a  new  drug,  whether  or 
not  they  are  therapeutically  active.  Ful¬ 
fillment  of  these  requirements  may  be 
met  by  submitting  a  full  statement  of  the 
chemical  or  common  or  usual  name  and 
of  the  quantity  of  each  component  or 
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Ingredient  of  the  drug.  Such  require¬ 
ments  may  also  be  met  through  the  in¬ 
clusion  in  the  new -drug  application  of  a 
properly  authorized  reference  to  a  pre¬ 
vious  application  or  other  Food  and 
Drug  Administration  file  containing  the 
relevant  information. 

(b)  Section  301(j)  of  the  act  makes 
It  an  offense  to  divulge  to  unauthorized 
persons  any  information  acquired  from 
a  new-drug  application  concerning  any 
method  or  process  that  is  a  trade  secret. 
Basic  manufacturers  sometimes  submit 
data  to  the  Food  and  Drug  Administra¬ 
tion  in  the  form  of  so-called  master  files 
for  the  purpose  of  establishing  the  safety 
of  ingredients  that  may  be  used  in  new 
drugs  and  authorize  specified  applicants 
to  incorporate  by  reference  such  data  in 
support  of  their  applications.  Such  man¬ 
ufacturers  may  regard  some  of  the  data 
in  such  files  as  trade  secrets  and  request 
the  Food  and  Drug  Administration  to 
treat  such  information  as  confidential. 
The  Food  and  Drug  Administration  will 
preserve  the  confidentiality  of  such  data 
to  the  extent  that  it  may  properly  do  so. 
Because  the  applicant  Is  legally  respon¬ 
sible  for  the  composition  of  the  new  drug 
and  all  its  ingredients  and  may  require 
information  in  the  master  file  for  judi¬ 
cial  or  administrative  proceedings  con¬ 
cerning  the  drug,  the  Food  and  Drug 
Administration  will  not  withhold  such 
information  from  the  applicant  when  his 
need  for  it  arises  and  he  submits  a  writ¬ 
ten  request  for  it.  The  Food  and  Drug 
Administration  will  inform  the  person 
who  submitted  the  data  of  any  such 
requests. 

§  314.12  Untrue  statements  in  applica¬ 
tion. 

Among  the  reasons  why  an  application 
may  contain  an  untrue  statment  of  a 
material  fact  are: 

(a)  Differences  in: 

(1)  Conditions  of  use  prescribed,  rec¬ 
ommended,  or  suggested  by  the  appli¬ 
cant  for  the  drug  from  the  conditions  of 
such  use  stated  in  the  application; 

(2)  Article  used  as  components  of  the 
drug  from  those  listed  in  the  applica¬ 
tion: 

(3)  Composition  of  the  drug  from  that 
stated  in  the  application; 

(4)  Methods  used  in,  or  the  facilities 
and  controls  used  for,  the  manufacture, 
processing,  or  packing  of  the  drug  from 
such  methods,  facilities,  and  controls 
described  in  the  application; 

(5)  Labeling  from  the  specimens  con¬ 
tained  in  the  application; 

or 

(b)  The  unexplained  omission  In 
whole  or  in  part,  from  the  original  ap¬ 
plication  or  any  amendment  or  supple¬ 
ment  to  it,  or  from  any  record  or  report 
required  under  the  provisions  of  section 
505(j)  of  the  act  and  §  310.300  of  this 
chapter,  of  any  information  obtained 
from  (1)  Investigations  as  to  safety  or 
effectiveness;  or  (2)  investigations  as  to 
identity,  strength,  quality,  or  purity  of 
the  drug  made  by  the  applicant  on  the 
drug;  or  (3)  Investigations  or  experience 
with  the  drug  that  is  the  subject  of  the 
application,  or  any  related  drug,  avail¬ 


able  to  the  applicant  from  any  source,  if 
such  information  is  pertinent  to  an 
evaluation  of  the  safety,  effectiveness, 
identity,  strength,  quality,  or  purity  of 
the  drug,  when  such  omission  would  bias 
an  evaluation  of  the  safety  or  effective¬ 
ness  of  the  drug. 

§  314.13  New  drugs  with  potential  for 
abuse. 

When  a  new-drug  application  is  sub¬ 
mitted  for  a  drug  which  has  a  stimulant, 
depressant,  or  hallucinogenic  effect  on 
the  central  nervous  system,  if  it  appears 
that  the  drug  has  a  potential  for  abuse, 
the  Commissioner  shall  forward  that  in¬ 
formation  to  the  Attorney  General  of 
the  United  States. 

Subpart  B — Administrative  Actions  on 
Applications 

§314.100  Comment  on  applications. 

(a)  After  the  application  has  been 
studied,  the  applicant  will  be  furnished 
comment  on  any  apparent  deficiencies 
in  the  data  submitted  or  on  the  need 
for  any  additional  data  or  changes  in  the 
application  to  facilitate  its  consideration. 

(b)  When  the  description  of  the 
methods  used  in,  and  the  facilities  and 
controls  used  for,  the  manufacture,  proc¬ 
essing,  and  packing  of  such  drug  appears 
adequate  on  its  face,  but  it  is  not  feasible 
to  reach  a  conclusion  as  to  the  safety 
and  effectiveness  of  the  drug  solely  from 
consideration  of  this  description,  the  ap¬ 
plicant  may  be  notified  that  an  inspec¬ 
tion  is  required  to  verify  their  adequacy. 

(c)  Withdrawal  of  an  application  may 
be  suggested  when  it  is  found  that  addi¬ 
tional  evidence  is  required  to  support  a 
finding  that  the  drug  is  safe  or  effective 
or  that  the  methods,  facilities,  and  con¬ 
trols  used  in  manufacturing,  processing, 
and  packing  the  drug  are  adequate. 

(d)  On  the  basis  of  preliminary 
consideration  of  an  application  or  sup¬ 
plemental  application  containing  type¬ 
written  or  other  draft  labeling  in  lieu  of 
final  printed  labeling,  an  applicant  may 
be  informed  that  such  application  is  ap- 
provable  when  satisfactory  final  printed 
labeling  identical  in  content  to  such  draft 
copy  is  submitted. 

§  314.105  Notification  of  applicant  of 
approval  of  application. 

If  the  Commissioner  determines  that 
none  of  the  grounds  for  denying  ap¬ 
proval  specified  in  section  505(d)  of 
the  act  applies,  the  applicant  shall  be 
notified  in  writing  that  the  application 
is  approved  and  the  application  shall  be 
approved  on  the  date  of  the  notification. 

§  314.110  Reasons  for  refusing  to  file 
applications. 

(a)  An  application  shall  not  be  con¬ 
sidered  complete  and  will  not  be  filed 
as  a  new-drug  application  within  the 
meaning  of  section  505(b)  of  the  act  if 
one  or  more  of  the  following  is  the  case: 

(1)  It  does  not  contain  complete  and 
accurate  English  translations  of  any 
pertinent  part  in  a  foreign  language. 

(2)  Fewer  than  three  copies  are 
submitted. 

(3)  It  is  incomplete  on  its  face  in  that 


it  does  not  contain  all  the  matter  re¬ 
quired  by  section  505(b)  (1),  (2),  (3), 
(4),  (5),  and  (6)  of  the  act  or  by  the  new- 
drug  application  form  set  forth  in 

§  314.1(c). 

(4)  On  its  face  the  information  con¬ 
cerning  required  matter  is  so  inadequate 
that  the  application  is  clearly  not 
approvable. 

(5)  The  drug  is  to  be  manufactured, 
prepared,  propagated,  compounded,  or 
processed  in  whole  or  in  part  in  any 
State  in  an  establishment  that  has  not 
been  registered  or  exempted  from  regis¬ 
tration  under  the  provisions  of  section 
510  of  the  act. 

(6)  The  applicant  does  not  reside  or 
maintain  a  place  of  business  within  the 
United  States  and  the  application  has 
not  been  countersigned  by  an  attorney, 
agent,  or  other  representative  of  the  ap¬ 
plicant,  which  representative  resides  in 
the  United  States  and  has  been  duly 
authorized  to  act  on  behalf  of  the  ap¬ 
plicant  and  to  receive  communications 
on  all  matters  pertaining  to  the 
application. 

(7)  The  new  drug  is  a  drug  subject  to 
licensing  under  the  Public  Health  Serv¬ 
ice  Act  of  July  1,  1944  (58  Stat.  682,  as 
amended;  42  U.S.C.  201  et  seq.) . 

(8)  The  applicant  fails  to  submit  an 
environmental  impact  analysis  report 
analyzing  the  environmental  impact  of 
the  manufacturing  process  and  the  ulti¬ 
mate  use  or  consumption  of  the  drug 
pursuant  to  S  6.1  of  this  chapter. 

(b)  An  application  that  is  not  consid¬ 
ered  complete  and  is  not  filed  will  not 
be  accepted  as  a  basis  for  amendments 
if  a  review  of  the  summary  required  for 
drugs  for  human  use  or  other  portion  of 
the  application  shows  that  it  is  not  a 
well-organized,  coherent  document  and 
is  so  Inadequate  that  it  cannot  be  ex¬ 
peditiously  reviewed  on  the  basis  of  an 
amendment.  In  such  circumstances,  the 
applicant  will  be  notified  that  he  will  be 
required  to  submit  a  new,  complete  new- 
drug  application  without  reference  to  the 
previous  submission. 

(c)  The  applicant  will  be  promptly 
notified  of  such  nonacceptance  and  the 
reason  therefor  and,  in  case  of  incom¬ 
pleteness  or  inadequacy  as  to  matter 
required  by  any  clause  of  section  505(b) 
of  the,  act  or  of  the  new-drug  application 
form,  such  clause  shall  be  specified. 
Otherwise,  the  date  on  which  an  appli¬ 
cation  is  received  will  be  considered  to 
be  the  date  on  which  such  application  is 
filed,  and  the  applicant  will  be  notified 
of  such  date. 

(d)  If  an  applicant  disputes  the  find¬ 
ing  that  his  application  is  incomplete 
or  inadequate,  he  may  make  written 
request  to  file  the  application  over  pro¬ 
test.  In  such  case,  the  application  shall 
be  reevaluated,  and  within  60  days  of 
the  date  of  receipt  of  such  written  re¬ 
quest,  or  such  additional  period  as  may 
be  agreed  upon  by  the  parties,  the  ap¬ 
plication  shall  be  approved,  or  the  ap¬ 
plicant  shall  be  given  written  notice  of 
an  opportunity  for  a  hearing '  on  the 
question  whether  the  application  is 
approvable. 
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§  311.111  Refusal  to  approve  the  appli¬ 
cation. 

(a)  If  the  Commissioner  determines 
upon  the  basis  of  the  application,  or  upon 
the  basis  of  other  information  before 
him  with  respect  to  the  new  drug,  that: 

(1)  The  investigations,  reports  of 
which  are  required  to  be  submitted  pur¬ 
suant  to  section  505(b)  of  the  act,  do  not 
include  adequate  tests  by  all  methods 
reasonably  applicable  to  show  whether 
or  not  such  drug  is  safe  for  use  under  the 
conditions  prescribed,  recommended,  or 
suggested  in  the  proposed  labeling 
thereof;  or 

(2)  The  result  of  such  tests  show  that 
such  drug  is  unsafe  for  use  under  such 
conditions  or  do  not  show  that  such 
drug  is  safe  for  use  under  such  condi¬ 
tions;  or 

(3)  The  methods  used  in,  and  the 
facilities  and  controls  used  for,  the 
manufacture,  processing,  and  packing 
of  such  drug  are  inadequate  to  preserve 
its  Identity,  strength,  quality,  and  pur¬ 
ity;  or 

(4)  Upon  the  basis  of  the  information 
submitted  to  the  Food  and  Drug  Admin¬ 
istration  as  part  of  the  application,  or 
upon  the  basis  of  any  other  information 
before  it  with  respect  to  such  drug,  it  has 
insufficient  information  to  determine 
whether  such  drug  is  safe  for  use  under 
such  conditions;  or 

(5)  (i)  Evaluated  on  the  basis  of  in¬ 
formation  submitted  as  part  of  the  ap¬ 
plication  and  any  other  information  be¬ 
fore  the  Food  and  Drug  Administration 
with  respect  to  such  drug,  there  is  lack 
of  substantial  evidence  consisting  of  ade¬ 
quate  and  well-controlled  investigations, 
including  clinical  investigations,  by  ex¬ 
perts  qualified  by  scientific  training  and 
experience  to  evaluate  the  effectiveness 
of  the  drug  involved,  on  the  basis  of 
which  it  could  fairly  and  responsibly  be 
concluded  by  such  experts  that  the  drug 
will  have  the  effect  it  purports  or  is  rep¬ 
resented  to  have  under  the  conditions  of 
use  prescribed,  recommended,  or  sug¬ 
gested  in  the  proposed  labeling. 

(ii)  The  following  principles  have  been 
developed  over  a  period  of  years  and  are 
recognized  by  the  scientific  community 
as  the  essentials  of  adequate  and  well- 
controlled  clinical  investigations.  They 
provide  the  basis  for  the  determination 
whether  there  is  “substantial  evidence” 
to  support  the  claims  of  effectiveness  for 
“new  drugs”  and  antibiotic  drugs. 

(a)  The  plan  or  protocol  for  the  study 
and  the  report  of  the  results  of  the  ef¬ 
fectiveness  study  must  include  the 
following: 

(1)  A  clear  statement  of  the  objec¬ 
tives  of  the  study, 

(2)  A  method  of  selection  of  the  sub¬ 
jects  that  (i)  Provides  adequate  assur¬ 
ance  that  they  are  suitable  for  the  pur¬ 
poses  of  the  study,  diagnostic  criteria  of 
the  condition  to  be  treated  or  diagnosed, 
confirmatory  laboratory  tests  where  ap¬ 
propriate,  and,  in  the  case  of  prophy¬ 
lactic  agents,  evidence  of  susceptibility 
and  exposure  to  the  condition  against 
which  prophylaxis  is  desired. 


(ii)  Assigns  the  subjects  to  test  groups 
in  such  a  way  as  to  minimize  bias. 

(tit)  Assures  comparability  in  test  and 
control  groups  of  pertinent  variables, 
such  as  age,  sex,  severity,  or  duration  of 
disease,,  and  use  of  drugs  other  than  the 
test  drug. 

(3)  Explains  the  methods  of  observa¬ 
tion  and  recording  of  results,  including 
the  variables  measured,  quantitation,  as¬ 
sessment  of  any  subjects  response,  and 
steps  taken  to  minimize  bias  on  the  part 
of  the  subject  and  observer. 

(4)  Provides  a  comparison  of  the  re¬ 
sults  of  treatment  or  diagnosis  with  a 
control  in  such  a  fashion  as  to  permit 
quantitative  evaluation.  The  precise  na¬ 
ture  of  the  control  must  be  stated  and 
an  explanation  given  of  the  methods 
used  to  minimize  bias  on  the  part  of  the 
observers  and  the  analysts  of  the  data. 
Level  and  methods  of  “blinding,”  if  used, 
are  to  be  documented.  Generally,  four 
types  of  comparison  are  recognized: 

(i)  No  treatment:  Where  objective 
measurements  of  effectiveness  are  avail¬ 
able  and  placebo  effect  is  negligible, 
comparison  of  the  objective  results  in 
comparable  groups  of  treated  and  un¬ 
treated  patients. 

(ii)  Placebo  control:  Comparison  of 
the  results  of  use  of  the  new  drug  entity 
with  an  inactive  preparation  designed 
to  resemble  the  test  drug  as  far  as 
possible. 

(.Hi)  Active  treatment  control:  An 
effective  regimen  of  therapy  may  be 
used  for  comparison,  e.g.,  where  the  con¬ 
dition  treated  1s  such  that  no  treatment 
or  administration  of  a  placebo  would  be 
contrary  to  the  interest  of  the  patient. 

( iv )  Historical  control:  In  certain 
circumstances,  such  as  those  involving 
diseases  with  high  and  predictable  mor¬ 
tality  (acute  leukemia  of  childhood), 
with  signs  and  symptoms  of  predict¬ 
able  duration  or  severity  (fever  in  cer¬ 
tain  infections),  or  in  case  of  prophy¬ 
laxis,  where  morbidity  is  predictable,  the 
results  of  use  of  a  new  thug  entity  may 
be  compared  quantitatively  with  prior 
experience  historically  derived  from  the 
adequately  documented  natural  history 
of  the  disease  or  condition  in  compara¬ 
ble  patients  or  populations  with  no 
treatment  or  with  a  regimen  (therapeu¬ 
tic,  diagnostic,  prophylactic)  the  effec¬ 
tiveness  of  which  is  established. 

(5)  A  summary  of  the  methods  of 
analysis  and  an  evaluation  of  data 
derived  from  the  study,  including  any 
appropriate  statistical  methods. 

Provided,  however.  That  any  of  the 
above  criteria  may  be  waived  in  whole 
or  in  part,  either  prior  to  the  investiga¬ 
tion  or  in  the  evaluation  of  a  completed 
study,  by  the  Director  of  the  Bureau  of 
Drugs  with  respect  to  a  specific  clinical 
investigation;  a  petition  for  such  a 
waiver  may  be  filed  by  any  person  who 
would  be  adversely  affected  by  the  ap¬ 
plication  of  the  criteria  to  a  particular 
clinical  Investigation;  the  petition  should 
show  that  some  or  all  of  the  criteria  are 
not  reasonably  applicable  to  the  investi¬ 
gation  and  that  alternative  procedures 


can  be,  or  have  been,  followed,  the  re¬ 
sults  of  which  will  or  have  yielded  data 
that  can  and  should  be  accepted  as  sub¬ 
stantial  evidence  of  the  drug’s  effective¬ 
ness.  A  petition  for  a  waiver  shall  set 
forth  clearly  and  concisely  the  specific 
provision  or  provisions  in  the  criteria 
from  which  waiver  is  sought,  why  the 
criteria  are  not  reasonably  applicable 
to  the  particular  clinical  investigation, 
what  alternative  procedures,  if  any,  are 
to  be,  or  have  been,  employed,  what  re¬ 
sults  have  been  obtained,  and  the  basis 
on  which  it  can  be,  or  has  been,  con¬ 
cluded  that  the  clinical  investigation 
will  or  has  yielded  substantial  evidence 
of  effectiveness,  notwithstanding  non¬ 
conformance  with  the  criteria  for  which 
waiver  is  requested. 

(b)  For  such  an  investigation  to  be 
considered  adequate  for  approval  of  a 
new  drug,  it  is  required  that  the  test 
drug  be  standardized  as  to  identity, 
strength,  quality,  purity,  and  dosage 
form  to  give  significance  to  the  results 
of  the  investigation. 

(c)  Uncontrolled  studies  or  partially 
controlled  studies  are  not  acceptable  as 
the  sole  basis  for  the  approval  of  claims 
of  effectiveness.  Such  studies,  carefully 
conducted  and  documented,  may  pro¬ 
vide  corroborative  support  of  well-con¬ 
trolled  studies  regarding  efficacy  and 
may  yield  valuable  data  regarding  safety 
of  the  test  drug.  Such  studies  will  be 
considered  on  their  merits  in  the  light  of 
the  principles  listed  here,  with  the  ex¬ 
ception  of  the  requirement  for  the  com¬ 
parison  of  the  treated  subjects  with  con¬ 
trols.  Isolated  case  reports,  random 
experience,  and  reports  lacking  the  de¬ 
tails  which  permit  scientific  evaluation 
will  not  be  considered. 

(6)  Based  on  a  fair  evaluation  of  all 
material  facts,  such  labeling  is  false  or 
misleading  in  any  particular;  or 

(7)  The  applicant  fails  to  submit  an 
environmental  impact  analysis  report 
analyzing  the  environmental  impact  of 
the  manufacturing  process  and  the  ulti¬ 
mate  use  or  consumption  of  the  drug 
pursuant  to  §  6.1  of  this  chapter. 

the  Commissioner  shall  within  180  days 
after  the  filing  of  the  application  inform 
the  applicant  in  writing  of  his  intention 
to  issue  a  notice  of  hearing  on  a  proposal 
to  refuse  to  approve  the  application. 

(b)  Unless  by  the  30th  day  following 
the  date  of  Issuance  of  the  letter  in¬ 
forming  the  applicant  of  the  intention 
to  issue  a  notice  of  hearing,  the  appli¬ 
cant: 

(1)  Withdraws  the  application;  or 

(2)  Waives  the  opportunity  for  a  hear¬ 
ing;  or 

(3)  Agrees  with  the  Commissioner  on 
an  additional  period  to  precede  issuance 
of  such  notice  of  hearing; 

the  Commissioner  shall  expeditiously 
notify  the  applicant  of  an  opportunity 
for  a  hearing  on  the  question  of  whether 
such  application  is  approvable  as  pro¬ 
vided  in  §  314.200. 
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§  314.115  Withdrawal  of  approval  of  an 
application. 

The  Commissioner  shall  notify  the 
person  holding  an  approved  new  drug 
application,  and  all  other  persons  who 
manufacture  or  distribute  identical,  re¬ 
lated,  or  similar  drug  products  as  defined 
in  §  310.6  of  this  chapter,  and  afford  an 
opportunity  for  a  hearing  on  a  proposal 
to  withdraw  approval  of  the  application 
as  provided  in  section  505(e)  of  the  act 
and  in  accordance  with  the  procedure  in 
§§  314.200  to  314.232,  inclusive,  if: 

(a)  The  Secretary  has  suspended  the 
approval  of  such  application  on  a  finding 
that  there  is  an  imminent  hazard  to  the 
public  health;  or 

(b)  The  Commissioner  finds: 

(1)  That  clinical  or  other  experience, 
tests,  or  other  scientific  data  show  that 
the  drug  is  unsafe  for  use  under  the 
conditions  of  use  upon  the  basis  of  which 
the  application  was  approved ;  or 

(2)  That  new  evidence  of  clinical  ex¬ 
perience,  not  contained  in  the  applica¬ 
tion  or  not  available  to  the  Food  and 
Drug  Administration  until  after  the  ap¬ 
plication  was  approved,  or  tests  by  new 
methods,  or  tests  by  methods  not  deemed 
reasonably  applicable  when  the  appli¬ 
cation  was  approved,  evaluated  together 
with  the  evidence  available  when  the 
application  was  approved,  reveal  that  the 
drug  is  not  shown  to  be  safe  for  use 
under  the  conditions  of  use  upon  the 
basis  of  which  the  application  was  ap¬ 
proved;  or 

(3)  Upon  the  basis  of  new  information 
before  the  Food  and  Drug  Administra¬ 
tion  with  respect  to  the  drug,  evaluated 
together  with  the  evidence  available 
when  the  application  was  approved,  that 
there  is  a  lack  of  substantial  evidence 
that  the  drug  will  have  the  effect  it  pur¬ 
ports  or  is  represented  to  have  under  the 
conditions  of  use  prescribed,  recom¬ 
mended,  or  suggested  in  the  labeling 
thereof  (the  provisions  of  §  314.111(a)  (5) 
apply  to  the  meaning  of  “substantial  evi¬ 
dence”  as  used  in  this  subparagraph) ;  or 

(4)  That  the  application  contains  any 
untrue  statement  of  a  material  fact; 

or 

(c)  The  Commissioner  finds: 

(1)  That  the  applicant  has  failed  to 
establish  a  system  for  maintaining  re¬ 
quired  records,  or  has  repeatedly  or  de¬ 
liberately  failed  to  maintain  such  records 
or  to  make  required  reports,  in  accord¬ 
ance  with  a  regulation  or  order  under 
section  505(j)  of  the  act  and  of  §  310.300 
of  this  chapter,  or  that  the  applicant  has 
refused  to  permit  access  to,  or  copying 
or  verification  of,  such  records  as  re¬ 
quired;  or 

(2)  That  on  the  basis  of  new  informa¬ 
tion  before  the  Food  and  Drug  Adminis¬ 
tration,  evaluated  together  with  the  evi¬ 
dence  available  when  the  application 
was  approved,  the  methods  used  in,  or 
the  facilities  and  controls  used  for,  the 
manufacture,  processing,  and  packing  of 
the  drug  are  inadequate  to  assure  and 
preserve  its  identity,  strength,  quality, 
and  purity;  or 

(3)  That  cm  the  basis  of  new  informa¬ 
tion  before  the  Food  and  Drug  Adminis- 
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tration,  evaluated  together  with  the  evi¬ 
dence  available  when  the  application  was 
approved,  the  labeling  of  the  drug,  based 
on  a  fair  evaluation  of  all  material  facts, 
is  false  or  misleading  in  any  particular; 
and  that  the  matter  complained  of  was 
not  corrected  by  the  applicant  within 
a  reasonable  time  after  his  receipt  of 
written  notice  from  the  Commissioner 
specifying  the  matter  complained  of. 

(4)  That  the  applicant  has  failed  to 
comply  with  the  notice  requirements  of 
section  510(j)  (2)  of  the  act. 

(d)  Any  hearing  following  summary 
suspension  on  a  finding  of  imminent 
hazard  to  health  shall  be  afforded 
promptly  and  shall  proceed  on  an  expe¬ 
dited  basis. 

§  314.116  Notice  of  withdrawal  of  ap¬ 
proval  of  application. 

Where  approval  of  a  new -drug  appli¬ 
cation  is  withdrawn  by  the  Commis¬ 
sioner,  he  will  give  appropriate  public 
notice  of  such  action  by  publication  in 
the  Federal  Register. 

§  314.120  Revocation  of  order  refusing 
to  approve  application,  or  suspend¬ 
ing  or  withdrawing  approval  of  an 
application. 

The  Commissioner,  upon  his  own  ini¬ 
tiative  or  upon  request  of  an  applicant 
stating  reasonable  grounds  therefor, 
may,  if  he  finds  that  the  facts  so  re¬ 
quire,  issue  an  order  approving  an  ap¬ 
plication  concerning  which  an  approval 
has  previously  been  refused,  suspended, 
or  withdrawn. 

§314.121.  Notices  and  orders. 

Notices  and  orders  under  this  part 
and  section  505  of  the  act  pertaining  to 
new  drug  applications,  including  related, 
similar,  and  identical  drug  products  as 
defined  in  §  310.6  of  this  chapter,  old 
drug  monographs,  and  related  matters, 
shall  be  provided  to  applicants,  parties 
to  a  hearing,  and  interested  persons,  as 
follows: 

(a)  To  any  person  who  has  submitted 
a  new  drug  application,  by  delivering  the 
notice  or  order  in  person  or  by  sending 
it  by  registered  or  certified  mail  to  the 
last  address  shown  in  the  new  drug  ap¬ 
plication. 

(b)  To  any  person  who  has  not  sub¬ 
mitted  a  new  drug  application  but  who 
is  subject  to  a  notice  or  order  pursuant 
to  1 310.6  or  §  330.10  or  Part  328  of 
this  chapter  by  publication  of  the  notice 
or  order  in  the  Federal  Register. 

(c)  To  any  person  who  is  a  party  to  or 
a  participant  in  a  hearing,  by  delivering 
the  notice  or  order  in  person,  or  by  send¬ 
ing  it  by  registered  or  certified  mail,  to 
the  last  address  shown  in  the  records  of 
the  proceeding. 

§  314.200  Notice  of  opportunity  for 
hearing;  notice  of  appearance  and 
request  for  hearing;  grant  or  denial 
of  hearing. 

(a)  The  notice  to  the  applicant,  and 
to  all  other  persons  who  manufacture  or 
distribute  identical,  related,  or  similar 
drug  products  as  defined  in  §  310.6  of  this 
chapter,  of  an  opportunity  for  a  hearing 


on  a  proposal  by  the  Director  of  the 
Bureau  of  Drugs  to  refuse  to  approve  an 
application  or  to  withdraw  the  approval 
of  an  application  will  state  the  reasons 
for  his  action  and  the  grounds  upon 
which  he  proposes  to  issue  his  order. 

(1)  Such  notice  may  be  general  (i.e., 
simply  summarizing  in  a  general  way  the 
information  resulting  in  the  notice)  or 
specific  (i.e.,  either  referring  to  specific 
requirements  in  the  statute  and  regula¬ 
tions  with  which  there  is  a  lack  of  com¬ 
pliance,  or  providing  a  detailed  descrip¬ 
tion  and  analysis  of  the  specific  facts 
resulting  in  the  notice) . 

(2)  The  notice  will  be  published  in  the 
Federal  Register  and  will  state  that  the 
applicant,  and  other  persons  subject  to 
the  notice  pursuant  to  §  310.6  of  this 
chapter,  has  30  days  after  the  date  of 
publication  of  the  notice  within  which  he 
is  required  to  file  a  written  notice  of  ap¬ 
pearance  and  request  for  hearing  if  he 
elects  to  avail  himself  of  the  opportunity 
for  a  hearing.  The  failure  to  file  such  a 
written  notice  of  appearance  and  request 
for  hearing  within  that  30  days  con¬ 
stitutes  an  election  by  the  applicant,  and 
other  persons  subject  to  the  notice  pur¬ 
suant  to  §  310.6  of  this  chapter,  not  to 
avail  himself  of  the  opportunity  for  a 
hearing. 

(3)  It  is  the  responsibility  of  every 
manufacturer  or  distributor  of  a  drug 
product  to  review  every  notice  of  op¬ 
portunity  for  hearing  published  in  the 
Federal  Register  to  determine  whether 
it  covers  any  drug  product  he  manufac¬ 
tures  or  distributes.  Any  person  may  re¬ 
quest  an  opinion  of  the  applicability  of 
such  a  notice  to  a  specific  product  he 
manufactures  or  distributes  that  may  be 
identical,  related,  or  similar  by  writing 
to  the  Food  and  Drug  Administration, 
Bureau  of  Drugs,  Office  of  Compliance, 
HFD-300,  5600  Fishers  Lane,  Rockville, 
MD  20852.  If  such  an  opinion  is  request¬ 
ed,  the  time  for  filing  an  appearance  and 
request  for  hearing  and  supporting  stud¬ 
ies  and  analyses  shall  begin  as  of  the 
date  or  receipt  of  the  opinion  from  the 
Food  and  Drug  Administration. 

(b)  The  notice  of  opportunity  for 
hearing  shall  be  provided  to  applicants 
and  to  other  persons  subject  to  the  no¬ 
tice  pursuant  to  §  310.6  of  this  chapter: 

(1)  To  any  person  who  has  submitted 
a  new  drug  application,  by  delivering  the 
notice  in  person  or  by  sending  it  by  reg¬ 
istered  or  certified  mail  to  the  last  ad¬ 
dress  shown  in  the  new  drug  application. 

(2)  To  any  person  who  has  not  sub¬ 
mitted  a  new  drug  application  but  who  is 
subject  to  the  notice  pursuant  to  §  310.6 
of  this  chapter,  by  publication  of  the 
notice  in  the  Federal  Register. 

(c) (1)  If  the  applicant,  or  any  other 
person  subject  to  the  notice  pursuant  to 
§  310.6  of  this  chapter,  elects  to  avail 
himself  of  the  opportunity  for  a  hearing, 
he  shall  file  (i)  within  30  days  after  the 
date  of  the  publication  of  the  notice  (or 
of  the  date  of  receipt  of  an  opinion  re¬ 
quested  pursuant  to  paragraph  (a)  (3) 
of  this  section)  a  written  notice  of  ap¬ 
pearance  and  request  for  hearing,  and 
(ii)  within  60  days  after  the  date  of 
publication  of  the  notice,  unless  a  dif- 
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ferent  period  of  time  is  specified  in  the 
notice  of  opportunity  for  hearing,  the 
studies  on  which  he  relies  to  justify  a 
hearing  as  specified  in  paragraph  (d)  of 
this  section. 

(2)  All  data  and  information  (includ¬ 
ing  all  protocols  and  underlying  raw  „ 
data)  shall  be  included  in  full  and  may 
not  be  incorporated  by  reference,  except 
that  the  raw  data  underlying  a  study 
submitted  may  be  incorporated  by  refer¬ 
ence  from  a  prior  submission  as  part  of  a 
new  drug  application  or  other  report.  A 
copy  of  any  article  cited  shall  be  in¬ 
cluded.  If  any  part  of  the  submission  is 
in  a  foreign  language,  an  accurate  and 
complete  English  translation  shall  be 
appended  to  such  part.  Translations  of 
literature  printed  in  a  foreign  language 
shall  be  accompanied  by  the  original  pub¬ 
lication. 

(3)  All  submissions  required  by  para¬ 
graphs  (c) ,  (d) ,  or  (e)  shall  be  in  quin- 
tuplicate  and  filed  with  the  Hearing 
Clerk,  Pood  and  Drug  Administration, 
Room  6-86,  5600  Fishers  Lane,  Rockville, 
MD  20852. 

(4)  No  data  or  analysis  submitted  after 
such  60  days  will  be  considered  in  deter¬ 
mining  whether  a  hearing  is  warranted 
unless  they  are  derived  from  well-con¬ 
trolled  studies  begun  prior  to  the  date  of 
the  notice  of  opportunity  for  hearing,  the 
results  of  which  were  not  in  existence 
during  that  60  days.  Exceptions  may  be 
made  on  the  basis  of  a  showing  of  inad¬ 
vertent  omission  and  hardship.  All 
studies  in  progress,  the  results  of  which 
the  person  requesting  the  hearing  intends 
later  to  submit  in  support  of  the  request 
for  hearing,  shall  be  listed.  A  copy  of  the 
complete  protocol,  a  list  of  the  participat¬ 
ing  investigators,  and  a  brief  status  re¬ 
port  of  the  studies  shall  be  included  in 
the  submission  made  pursuant  to  para¬ 
graph  (c)(1)  (ii)  of  this  section. 

(5)  Any  other  interested  person  who 
is  not  subject  to  the  notice  of  opportunity 
for  hearing  may  also  submit  comments 
on  the  proposal  to  withdraw  approval  of 
the  new  drug  application.  Such  com¬ 
ments  shall  be  submitted  within  the  time 
and  pursuant  to  the  requirements  speci¬ 
fied  in  this  section. 

(d)  A  request  for  hearing  shall  be 
supported  by  a  submission  as  specified  in 
paragraph  (c)  (1)  (ii)  of  this  section  con¬ 
taining  the  studies  (including  all  proto¬ 
cols  and  underlying  raw  data)  on  which 
the  person  relies  to  justify  a  hearing  with 
respect  to  his  drug  product. 

(1)  If  effectiveness  is  at  issue,  a  re¬ 
quest  for  hearing  shall  be  supported  only 
by  adequate  and  well-controlled  clinical 
studies  meeting  all  of  the  precise  require¬ 
ments  of  5  314.111(a)(5)  and,  for  com¬ 
bination  drug  products,  §  3.86  of  this 
chapter,  or  by  other  studies  not  meeting 
those  requirements  for  which  a  waiver 
has  been  previously  granted  by  the  Food 
and  Drug  Administration  pursuant  to  the 
provisions  of  5  314.111(a)(5).  All  ade¬ 
quate  and  well-controlled  clinical  studies 
on  the  drug  product  known  to  the  person 
requesting  the  hearing  shall  be  sub¬ 
mitted.  Any  unfavorable  analyses,  views, 
or  judgments  with  respect  to  such  studies 


known  to  such  person  shall  also  be  sub¬ 
mitted.  No  other  data,  information,  or 
studies  shall  be  submitted. 

(2)  Such  submission  shall  include  a 
factual  analysis  of  all  studies  submitted. 

If  effectiveness  is  at  issue,  such  analysis 
shall  specify  how  each  such  study  ac¬ 
cords,  on  a  point-by-point  basis,  with 
each  criterion  required  for  an  adequate 
well-controlled  clinical  investigation  es¬ 
tablished  in  5  314.111(a)(5)  and,  if  the 
product  is  a  combination  drug  product, 
with  each  of  the  requirements  for  a  com¬ 
bination  drug  established  in  §  3.86  of  this 
chapter,  or  shall  be  accompanied  by  an 
appropriate  waiver  previously  granted  by 
the  Food  and  Drug  Administration.  If  a 
study  deals  with  a  drug  entity  or  dosage 
form,  or  condition  of  use,  or  mode  of  ad¬ 
ministration  other  than  the  one(s)  in 
question,  such  fact(s)  shall  be  clearly 
stated.  Any  study  conducted  or.  the  final 
marketed  form  of  the  drug  product  shall 
be  so  designated. 

(3)  Such  analysis  shall  be  submitted 
in  the  following  format,  except  that  the 
required  information  relating  either  to 
safety  or  to  effectiveness  shall  be  omitted 
if  the  notice  of  opportunity  for  hearing 
does  not  raise  any  issue  with  respect  to 
that  aspect  of  the  drug;  and  information 
on  compliance  with  5  3.86  shall  be  omit¬ 
ted  if  the  drug  product  is  not  a  combina¬ 
tion  drug  product.  Submissions  not  made 
in  this  format  or  not  containing  the  re¬ 
quired  analyses  will  not  be  considered 
and  will  result  in  denial  of  a  hearing,  ex¬ 
cept  that  minor  technical  deficiencies 
may  be  excused  if  it  is  apparent  that  a 
good  faith  attempt  has  been  made  to 
comply  with  the  requirements  of  this  sec¬ 
tion  and  any  deficiencies  noted  are  im¬ 
mediately  corrected  upon  request. 

I.  Safety  data. 

A.  Animal  safety  data. 

1.  Individual  active  component  (s) . 

a.  ControUed  studies. 

b.  Partially  controlled  or  uncontrolled 
studies. 

2.  Combinations  of  the  individual  active 
components. 

a.  Controlled  studies. 

b.  Partially  controlled  or  uncontrolled 
studies. 

B.  Human  safety  data. 

1.  Individual  active  component (s) . 

a.  Controlled  studies. 

b.  Partially  controlled  or  uncontrolled 
studies. 

c.  Documented  case  reports. 

d.  Pertinent  marketing  experiences  that 
may  influence  a  determination  as  to  the 
safety  of  each  individual  active  component. 

2.  Combinations  of  the  individual  active 
components. 

a.  Controlled  studies. 

b.  Partially  controlled  or  uncontrolled 
studies. 

c.  Documented  case  reports. 

d.  Pertinent  marketing  experiences  that 
may  influence  a  determination  as  to  the 
safety  of  combinations  of  the  individual  ac¬ 
tive  components. 

II.  Effectiveness  data. 

A.  Individual  active  components:  Control¬ 
led  studies,  with  an  analysis  showing  clearly 
how  each  such  study  satisfies,  on  a  point-by¬ 
point  basis,  each  of  the  criteria  required  by 
5  314.111(a)  (5). 

B.  Combinations  of  individual  active  com¬ 
ponents. 
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1.  Controlled  studies,  with  an  analysis 
showing  clearly  how  such  study  satisfies,  on 
a  polnt-by-point  basis,  each  of  the  criteria 
required  by  §  314.111(a)  (5). 

2.  An  analysis  showing  clearly  how  each 
requirement  of  S  3.86  of  this  chapter  has  been 
satisfied. 

III.  A  summary  of  the  data  and  views  set¬ 
ting  forth  the  medical  rationale  and  purpose 
for  the  drug  and  its  ingredients  and  the  scien¬ 
tific  basis  for  the  conclusion  that  the  drug 
and  its  ingredients  have  been  proven  safe 
and/or  effective  for  the  intended  use.  If  there 
is  an  absence  of  controlled  studies  in  the  ma¬ 
terial  submitted,  or  the  requirements  of  any 
element  of  §  3.86  of  this  chapter  or  §  314.111 
(a)  (5)  have  not  been  fully  met,  such  fact(s) 
shall  be  clearly  stated,  and  a  waiver  obtained 
pursuant  to  §  314.111(a)  (5)  shall  be  enclosed. 

IV.  A  statement  signed  by  the  person  re¬ 
sponsible  for  such  submission,  that  it  in¬ 
cludes  in  full  (or  incorporates  by  reference  as 
permitted  in  §  314.200(c)  (2) )  all  studies  and 
information  specified  in  §  314.200(d).  (Warn¬ 
ing:  A  willfully  false  statement  is  a  criminal 
offense,  18  U.S.C.  1001). 

(e)  A  notice  of  opportunity  fox  hearing 
encompasses  all  issues  relating  to  the 
legal  status  of  the  drug  product(s)  sub¬ 
ject  to  it,  including  identical,  related, 
and  similar  drug  products  as  defined  in 
§  310.6  of  this  chapter.  Any  contention 
that  any  such  product  is  not  a  new  drug 
because  it  is  generally  recognized  as  safe 
and  effective  within  the  meaning  of  sec¬ 
tion  201  (p)  of  the  act,  or  because  it  is 
exempt  from  part  or  all  of  the  new  drug 
provisions  of  the  act  pursuant  to  the 
exemption  for  products  marketed  prior  to 
June  25,  1938,  contained  in  section  201 

(р)  of  the  act,  or  pursuant  to  section  107 

(с)  of  the  Drug  Amendments  of  1962,  or 
for  any  other  reason  shall  be  stated  in  a 
notice  of  appearance  and  request  for 
hearing  pursuant  to  paragraph  (c)  (1)  (i) 
of  this  section  and  supported  by  a  sub¬ 
mission  pursuant  to  paragraph  (c)  (1)  (ii) 
of  this  section  and  shall  be  the  subject  of 
an  administrative  determination  by  the 
Commissioner.  The  failure  of  any  person 
subject  to  a  notice  of  opportunity  for  a 
hearing,  including  any  person  who  manu¬ 
factures  or  distributes  an  identical,  re¬ 
lated,  cr  similar  drug  product  as  defined 
in  5  310.6  of  this  chapter,  to  submit  a 
notice  of  appearance  and  request  for 
hearing  or  to  raise  all  such  contentions 
on  which  he  relies  shall  constitute  a 
waiver  of  any  such  contentions  not  so 
raised. 

(1)  A  contention  that  a  drug  product 
is  generally  recognized  as  safe  and  effec¬ 
tive  within  the  meaning  of  section  201 
(p)  of  the  act  must  be  supported  by  sub¬ 
mission  of  the  same  quantity  and  quality 
of  scientific  evidence  as  is  required  to 
obtain  approval  of  a  new  drug  applica¬ 
tion  for  the  product,  unless  a  waiver  has 
been  obtained  from  such  requirement  for 
effectiveness  (as  provided  in  5  314.111(a) 
(5) )  and/or  safety  for  good  cause  shown. 
Such  submission  shall  be  in  the  format 
and  with  the  analyses  required  by  para¬ 
graph  (d)  of  this  section.  The  failure  to 
submit  such  scientific  evidence  or  a  sub¬ 
mission  that  is  not  in  the  format  or  does 
not  contain  the  analyses  required  by 
paragraph  (d)  of  this  section  shall  con¬ 
stitute  a  waiver  of  any  such  contention. 
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General  recognition  of  safety  and  effec¬ 
tiveness  shall  ordinarily  be  based  upon 
published  studies  which  may  be  corrob¬ 
orated  by  unpublished  studies  and  other 
data  and  information. 

(2)  A  contention  that  a  drug  product  is 
exempt  from  part  or  all  of  the  new  drug 
provisions  of  the  act  pursuant  to  the 
exemption  for  products  marketed  prior 
to  June  25,  1938  contained  in  section  201 

(р)  of  the  act,  or  pursuant  to  section  107 

(с)  of  the  Drug  Amendments  of  1962, 
shall  be  supported  by  submission  of  evi¬ 
dence  of  past  and  present  quantitative 
formulas,  labeling,  and  evidence  of  mar¬ 
keting,  on  which  reliance  is  made  for 
such  contention.  The  failure  to  submit 
such  formulas,  labeling,  and  evidence  of 
marketing  in  the  following  format  shall 
constitute  a  waiver  of  any  such  conten¬ 
tion. 

I.  Formulation. 

A.  A  copy  of  each  pertinent  document  or 
record  to  establish  the  exact  quantitative 
formulation  of  the  drug  (both  active  and  in¬ 
active  Ingredients)  on  the  date  of  initial 
marketing  of  the  drug. 

B.  A  statement  whether  such  formulation 
has  at  any  subsequent  time  been  changed  in 
any  manner.  If  p.ny  such  change  has  been 
made,  the  exact  date,  nature,  and  rationale 
for  each  change  in  formulation,  including 
any  deletion  or  change  in  the  concentration 
of  any  active  ingredient  and/or  inactive  in¬ 
gredient,  snail  be  submitted,  together  with  a 
copy  of  each  pertinent  document  or  record 
to  establish  the  date  and  nature  of  each  such 
change  including  but  not  limited  to  the 
formula  which  resulted  from  each  such 
change.  If  no  such  change  has  been  made,  a 
copy  of  representative  documents  or  records 
showing  the  formula  at  representative  points 
in  time  shall  be  submitted  to  support  the 
statement. 

II.  Labeling. 

A.  A  copy  of  each  pertinent  document  or 
record  to  establish  the  identity  of  each  item 
of  written,  printed,  or  graphic  matter  used 
as  labeling  on  the  date  the  drug  was  initially 
marketed. 

B.  A  statement  whether  such  labeling  has 
at  any  subsequent  time  been  discontinued 
or  changed  in  any  manner.  If  such  discon¬ 
tinuance  or  change  has  been  made,  the  ex¬ 
act  date,  nature,  and  rationale  for  each 
discontinuance  or  change  and  a  copy  of  each 
pertinent  document  or  record  to  establish 
each  such  discontinuance  or  change  shall  be 
submitted,  including  but  not  limited  to  the 
labeling  which  resulted  from  each  such  dis¬ 
continuance  or  change.  If  no  such  discon¬ 
tinuance  or  change  has  been  made,  a  copy 
of  representative  documents  or  records  show¬ 
ing  labeling  at  representative  points  in  time 
shall  be  submitted  to  support  the  statement. 

III.  Marketing. 

A.  A  copy  of  each  pertinent  document  or 
record  to  establish  the  exact  date  the  drug 
was  initially  marketed. 

B.  A  statement  whether  such  marketing 
has  at  any  subsequent  time  been  discon¬ 
tinued.  If  such  marketing  has  been  dis¬ 
continued,  the  exact  date  of  each  such 
discontinuance  shall  be  submitted,  together 
with  a  copy  of  each  pertinent  document  or 
record  to  establish  each  such  date. 

IV.  Verification. 

A  statement  signed  by  the  person  respon¬ 
sible  for  such  submission,  that  all  appropri¬ 
ate  records  have  been  searched  and  to  the 
best  of  his  knowledge  and  belief  it  Includes 
a  true  and  accurate  presentation  of  the  facts 
(Warning:  A  willfully  false  statement  is  a 
criminal  offense,  18  U.S.C.  1001).. 


(3)  No  drug  product,  including  any 
active  ingredient,  which  is  identical,  re¬ 
lated,  or  similar,  as  defined  in  §  130.40,  to 
a  drug  product,  including  any  active  in¬ 
gredient,  for  which  a  new  drug  applica¬ 
tion  is  or  at  any  time  has  been  effective 
or  deemed  approved,  or  approved  under 
section  505  of  the  act,  will  be  determined 
to  be  exempt  from  part  or  all  of  the  new 
drug  provisions  of  the  act. 

(4)  A  contention  that  a  drug  product 
is  not  a  new  drug  for  any  other  reason 
must  be  supported  by  submission  of  such 
factual  records,  data,  and  information 
as  is  necessary  and  appropriate  to  sup¬ 
port  such  contention. 

(5)  It  is  the  responsibility  of  every 
person  who  manufactures  or  distributes 
a  drug  product  in  reliance  upon  a 
“grandfather”  provision(s)  of  the  act  to 
maintain  in  his  files,  organized  as  re¬ 
quired  by  this  paragraph,  the  data  and 
information  necessary  fully  to  document 
and  support  such  status. 

(f)  Upon  receipt  of  any  request  for 
hearing,  the  Director  of  the  Bureau  of 
Drugs  shall  prepare  an  analysis  of  the 
request  and  a  proposed  order  ruling 
upon  the  matter.  The  analysis  and  pro¬ 
posed  order,  the  request  for  hearing,  and 
any  proposed  order  denying  a  hearing 
and  response  pursuant  to  paragraph 

(g)  (2)  or  (3)  of  this  section,  shall  be 
submitted  to  the  office  of  the  Commis¬ 
sioner  for  independent  review  and  de¬ 
cision.  No  representative  of  the  Bureau 
of  Drugs  shall  participate  or  advise  in 
the  review  and  decision  by  the  Commis¬ 
sioner.  The  office  of  the  General  Counsel 
shall  observe  the  same  separation  of 
functions. 

(g)  A  request  for  a  hearing  may  not 
rest  upon  mere  allegations  or  denials, 
but  must  set  forth  specific  facts  showing 
that  there  is  a  genuine  and  substantial 
issue  of  fact  that  requires  a  hearing  with 
respect  to  the  particular  drug  product (s) 
specified  in  the  request  for  hearing. 

(1)  Where  a  specific  notice  of  op¬ 
portunity  for  hearing  as  defined  in 
paragraph  (a)(1)  of  this  section)  is 
used,  it  shall  state  that,  if  it  conclusively 
appears  from  the  face  of  the  data,  in¬ 
formation,  and  factual  analyses  in  the 
request  for  the  hearing  that  there  is  no 
genuine  and  substantial  issue  of  fact 
which  precludes  the  refusal  to  approve 
the  application  or  the  withdrawal  of  ap¬ 
proval  of 'the  application,  e.g.,  no  ade¬ 
quate  and  well-controlled  clinical  in¬ 
vestigations  meeting  each  of  the  precise 
elements  of  §  314.111(a)  (5)  and,  for  a 
combination  drug  product,  §  3.86  of  this 
chapter,  showing  effectiveness  have  been 
identified,  or  when  a  request  for  hearing 
is  not  made  in  the  required  format  or 
with  the  required  analyses,  the  Commis¬ 
sioner  will  enter  summary  judgment 
against  the  person(s)  who  requests  the 
hearing,  making  findings  and  conclu¬ 
sions,  denying  a  hearing.  Any  such  order 
entering  summary  judgment  shall  set 
forth  the  Commissioner’s  findings  and 
conclusions  in  detail  and  shall  specify 
why  each  study  submitted  fails  to  meet 
the  requirements  of  the  statute  and  reg¬ 
ulations  or  why  the  request  for  hearing 
does  not  raise  a  genuine  and  substantial 


issue  of  fact  or  shall  specify  the  require¬ 
ments  of  this  section  with  respect  to 
format  or  analyses  with  which  there  is 
a  lack  of  compliance. 

(2)  Where  a  general  notice  of  op¬ 
portunity  for  hearing  (as  defined  in 
paragraph  (a)(1)  of  this  section)  is  used 
and  the  Director  of  the  Bureau  of  Drugs 
concludes  that  summary  judgment 
against  the  person (s)  requesting  a  hear¬ 
ing  should  be  considered,  he  shall  serve 
upon  such  person  (s)  by  registered  mail 
a  proposed  order  denying  a  hearing. 
Such  person(s)  shall  have  60  days  after 
receipt  of  such  proposed  order  to  re¬ 
spond  with  sufficient  data,  information, 
and  analyses  to  demonstrate  that  there 
is  a  genuine  and  substantial  issue  of  fact 
which  justifies  a  hearing. 

(3)  Where  a  general  or  specific  notice 
of  opportunity  for  hearing  is  used  and 
the  person(s)  requesting  a  hearing  sub¬ 
mits  data  or  information  of  a  type  re¬ 
quired  by  the  statute  and  regulations, 
and  the  Director  of  the  Bureau  of  Drugs 
concludes  that  summary  judgment 
against  such  person(s)  should  be  con¬ 
sidered,  he  shall  serve  upon  such  per¬ 
son  (s)  by  registered  mail  a  proposed 
order  denying  a  hearing.  Such  person  (s) 
shall  have  60  days  after  receipt  of  such 
proposed  order  to  respond  with  sufficient 
data,  information,  and  analyses  to  dem¬ 
onstrate  that  there  is  a  genuine  and  sub¬ 
stantial  issue  of  fact  which  justifies  a 
hearing. 

(4)  If  review  of  the  data,  information, 
and  analyses  submitted  warrants  the 
conclusion  that  the  ground (s)  cited  in 
the  notice  are  not  valid,  e.g.,  that  sub¬ 
stantial  evidence  of  effectiveness  exists, 
the  Commissioner  shall  deny  the  hear¬ 
ing,  enter  summary  judgment  for  the 
person  (s)  requesting  the  hearing,  and 
rescind  the  notice  of  opportunity  for 
hearing. 

(5)  If  a  hearing  is  requested  and  is 
justified,  the  Commissioner  will  issue  a 
written  notice  defining  the  issues, 
naming  an  administrative  law  judge, 
and  specifying  the  time  and  place  at 
which  the  hearing  will  commence,  which 
shall  be  no  more  than  90  days  after  the 
expiration  of  such  30  days  unless  the 
parties  otherwise  agree  in  the  case  of 
denial  of  approval,  and  as  soon  as  prac¬ 
ticable  in  the  case  of  withdrawal  of  ap¬ 
proval. 

(6)  A  hearing  shall  be  granted  if  there 
exists  a  genuine  and  substantial  issue  of 
fact  or  if  the  Commissioner  concludes,  in 
his  discretion,  that  a  hearing  would 
otherwise  be  in  the  public  interest. 

(7)  If  the  manufacturer  or  distributor 
of  a  drug  product  that  may  be  an  identi¬ 
cal,  related,  or  similar  drug  product  re¬ 
quests  and  is  granted  a  hearing,  the  issue 
whether  the  product  is  in  fact  identical, 
related,  or  similar  to  the  drug  subject 
to  new  drug  application  is  properly  en¬ 
compassed  within  the  hearing. 

(8)  A  request  for  hearing,  and  any 
subsequent  grant  or  denial  of  a  hearing, 
shall  be  applicable  only  to  the  particular 
drug  product (s)  named  in  such  docu¬ 
ments. 

(h)  Any  hearing  will  be  open  to  the 
public  except  that  any  portion  of  the 
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hearing  concerning  a  method  or  process 
that  the  Commissioner  finds  is  entitled 
to  protection  as  a  trade  secret  pursuant 
to  section  301  (j)  of  the  act  (21  U.S.C. 
331  (j) )  or  18  U.S.C.  1905  will  not  be  open 
to  the  public  unless  the  respondent  speci¬ 
fies  otherwise  in  his  appearance.  All 
persons  who  have  requested  a  hearing 
pursuant  to  paragraph  (a)  of  this  sec¬ 
tion  and  for  whom  a  hearing  has  been 
granted  pursuant  to  paragraph  (g)  of 
this  section  shall  be  parties  to  the  hear¬ 
ing.  Interested  persons  who  are  not 
parties  may  appear  at  and  participate  in 
a  hearing  and  shall  have  the  right  to 
present  evidence  and  file  pleadings  rele¬ 
vant  to  the  issues.  Such  interested  per¬ 
sons  may  otherwise  participate,  e.g., 
cross-examine  witnesses,  when  in  the 
judgement  of  the  Administrative  Law 
Judge  their  interests  are  not  adequately 
protected  otherwise  or  it  is  required  for 
a  full  and  true  disclosure  of  the  facts. 

(i)  Any  drug  product  subject  to  a 
notice  of  opportunity  for  hearing,  in¬ 
cluding  any  identical,  related,  or  similar 
drug  product  as  defined  in  §  310.6  of  this 
chapter,  for  which  an  opportunity  for  a 
hearing  is  waived  or  for  which  a  hearing 
is  denied  shall  promptly  be  the  subject 
of  a  notice  withdrawing  the  new  drug 
application  approval  and  declaring  all 
such  products  unlawful.  The  Commis¬ 
sioner  may,  in  his  discretion,  defer  or 
stay  such  action  pending  a  ruling  on  any 
related  request  for  a  hearing  or  pending 
any  related  hearing  or  other  administra¬ 
tive  or  judicial  proceeding. 

§  314.201  [Revoked] 

§  314.202  Appearance  of  applicant. 

If  the  applicant  elects  to  avail  him¬ 
self  of  the  opportunity  for  the  hearing, 
he  may  appear  in  person  or  by  counsel. 
If  the  applicant  desires  to  be  heard 
through  counsel,  the  counsel  will  file 
with  the  Administrative  Law  Judge  a 
written  appearance. 

§  314.203  Administrative  Law  Judge. 

The  hearing  will  be  conducted  by  an 
Administrative  Law  Judge  appointed  as 
provided  in  the  Administrative  Proce¬ 
dure  Act  (60  Stat.  235;  5  U.S.C.  551  et 
seq.)  and  designated  for  conducting  the 
hearing.  Any  such  designation  may  be 
made  or  revoked  by  the  Commissioner  at 
any  time.  Hearings  will  be  conducted  in 
an  informal  but  orderly  manner  in  ac¬ 
cordance  with  these  regulations  and  the 
requirements  of  the  Administrative  Pro¬ 
cedure  Act.  The  Administrative  Law 
Judge  will  have  the  power  to  administer 
oaths  and  affirmations,  to  rule  upon  of¬ 
fers  of  proof  and  the  admissibility  of  evi¬ 
dence,  to  receive  relevant  evidence,  to 
examine  witnesses,  to  regulate  the  course 
of  the  hearing,  to  hold  conferences  for 
the  simplification  of  the  issues,  and  to 
dispose  of  procedural  requests,  but  will 
not  have  the  power  to  decide  any  mo¬ 
tion  that  involves  final  determination  of 
the  merits  of  the  proceeding. 

§  311.204  Prehearing  and  oilier  confer¬ 
ences. 

The  Administrative  Law  Judge,  on  his 
own  motion  or  on  the  motion  of  the  ap¬ 
plicant  or  the  Food  and  Drug  Adminis¬ 


tration,  may  direct  all  parties  or  their 
representatives  to  appear  at  a  specified 
time  and  place  for  a  conference  to  con¬ 
sider:  . 

(a)  The  simplification  of  the  issues. 

(b)  The  possibility  of  obtaining  stip¬ 
ulations,  admissions  of  facts,  and 
documents. 

(c)  The  limitation  of  the  number  of 
expert  witnesses. 

(d >  The  scheduling  of  witnesses  to  be 
called. 

(e)  The  advance  submission  of  all 
documentary  evidence. 

(f)  Such  other  matters  as  may  aid  in 
the  disposition  of  the  proceeding. 

The  Administrative  Law  Judge  will  make 
an  order  reciting  the  action  taken  at  the 
conference,  the  agreements  made  by  the 
parties  or  their  representatives,  and  the 
schedule  of  witnesses,  ^nd  limiting  the 
issues  for  hearing  to  those  not  disposed 
of  by  admissions  or  agreements.  Such 
order  will  control  the  subsequent  course 
of  the  proceeding  unless  modified  for 
good  cause  by  subsequent  order.  The 
Administrative  Law  Judge  may  also  di¬ 
rect  all  parties  and  their  representatives 
to  appear  at  conferences  at  any  time 
during  the  hearing  with  a  view  to  simpli¬ 
fication,  clarification,  or  shortening  the 
hearing. 

§  314.203  Transcript  of  llie  testimony. 

Testimony  given  at  a  hearing  shall 
be  reported  verbatim.  All  written  state¬ 
ments,  charts,  tabulations,  and  similar 
data  offered  in  evidence  at  the  hearing 
shall  be  marked  for  identification  and, 
upon  a  showing  satisfactory  to  the  Ad¬ 
ministrative  Law  Judge  of  their  authen¬ 
ticity,  relevancy,  and  materiality,  shall 
be  received  in  evidence  subject  to  section 
7(c)  of  the  Administrative  Procedure  Act 
(5  U.S.C.  556(d)).  Exhibits  shall,  if 
practicable,  be  submitted  in  quintupli- 
cate.  In  case  the  required  number  of 
copies  are  not  made  available,  the  Ad¬ 
ministrative  Law  Judge  shall  exercise  his 
discretion  as  to  whether  said  exhibit 
shall  be  read  in  evidence  or  whether  ad¬ 
ditional  copies  shall  be  required  to  be 
submitted  within  a  time  to  be  specified 
by  the  Administrative  Law  Judge. 
Where  the  testimony  of  a  witness  refers 
to  a  statute,  or  to  a  report  or  document, 
the  Administrative  Law  Judge  shall, 
after  inquiry  relating  to  the  identifica¬ 
tion  of  such  statute,  report,  or  document, 
determine  whether  the  same  shall  be 
produced  at  the  hearing  and  physically 
be  made  a  part  of  the  evidence  or  shall 
be  incorporated  in  the  record  by  refer¬ 
ence.  Where  relevant  and  material 
matter  offered  in  evidence  is  embraced 
in  a  report  or  document  containing  im¬ 
material  and  irrelevant  matter,  such  im¬ 
material  and  Irrelevant  matter  shall  be 
excluded  and  shall  be  segregated  inso¬ 
far  as  practicable,  subject  to  the  direc¬ 
tion  of  the  Administrative  Law  Judge. 

§  314.206  Oral  and  written  arguments. 

(a)  Unless  the  Administrative  Law 
Judge  shall  issue  an  announcement  at 
the  hearing  authorizing  oral  argument 
before  him,  it  shall  not  be  permitted. 

(b)  The  Administrative  Law  Judge 
shall  announce  at  the  hearing  a  reason¬ 


able  period  within  which  the  parties  or 
their  representatives  may  file  written 
arguments  based  solely  upon  the  evi¬ 
dence  received  at  the  hearing,  citing  the 
pages  of  the  transcript  of  the  testimony 
or  of  properly  identified  exhibits  where 
such  evidence  occurs. 

Subpart  D — Evidence  4 

§  314.220  Submission  of  documentary 
evidence  in  advance. 

(a)  All  documentary  evidence  to  be 
offered  at  the  hearing  shall  be  submitted 
to  the  Administrative  Law  Judge  and  to 
the  parties  sufficiently  in  advance  of  the 
offer  of  such  documentary  evidence  for 
introduction  into  the  record  to  permit 
study  and  preparation  of  cross-examina¬ 
tion  and  rebuttal  evidence. 

(b)  The  Administrative  Law  Judge 
after  consultation  with  the  parties  at  a 
conference  called  in  accordance  with 
§  314.204  shall  make  an  order  specifying 
the  time  at  which  documentary  evidence 
shall  be  submitted.  He  shall  also  specify 
in  his  order  the  time  within  which  ob¬ 
jections  to  the  authenticity  of  such  doc¬ 
uments  must  be  made  to  comply  with 
paragraph  (d)  of  this  section. 

(c)  Documentary  evidence  not  sub¬ 
mitted  in  advance  in  accordance  with 
the  requirements  of  paragraphs  (a)  and 
(b)  of  this  section  shall  not  be  received 
in  evidence  in  the  absence  of  a  clear 
showing  that  the  offering  party  had  good 
cause  for  his  failure  to  produce  the 
evidence  sooner. 

(d)  The  authenticity  of  all  documents 
submitted  in  advance  shall  be  deemed 
admitted  unless  written  objection 
thereto  is  filed  with  the  Administrative 
Law  Judge  upon  notice  to  the  other  par¬ 
ties  within  the  time  specified  by  the  Ad¬ 
ministrative  Law  Judge  in  accordance 
with  paragraph  (b)  of  this  section,  ex¬ 
cept  that  a  party  will  be  permitted  to 
challenge  such  authenticity  at  a  later 
time  upon  a  clear  showing  of  good  cause 
for  failure  to  have  filed  such  written 
objection. 

§  314.221  Excerpts  from  documentary 
evidence. 

When  portions  only  of  a  document  are 
to  be  relied  upon,  the  offering  party  shall 
prepare  the  pertinent  excerpts,  ade¬ 
quately  identified,  and  shall  supply 
copies  of  such  excerpts,  together  with  a 
statement  indicating  the  purpose  for 
which  such  materials  will  be  offered,  to 
the  Administrative  Law  Judge  and  to  the 
other  parties.  Only  the  excerpts,  so  pre¬ 
pared  and  submitted,  shall  be  received  in 
the  record.  However,  the  whole  of  the 
original  document  shall  be  made  avail¬ 
able  for  examination  and  for  use  by 
opposing  counsel  for  purposes  of  cross- 
examination. 

§  314.222  Submission  and  receipt  of  evi¬ 
dence. 

(a)  Each  witness  shall,  before  pro¬ 
ceeding  to  testify,  be  sworn  or  make 
affirmation. 

(b)  When  necessary  in  order  to  pre¬ 
vent  undue  prolongation  of  the  hearing, 
the  Administrative  Law  Judge  may  limit 
the  number  of  times  any  witness  may 
testify,  the  repetitious  examination  and 
cross-examination  of  witnesses,  or  the 
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amount  of  corroborative  or  cumulative 
evidence. 

(c)  The  Administrative  Law  Judge 
shall  admit  only  evidence  that  is  rele¬ 
vant,  and  not  unduly  repetitious. 

(d)  Opinion  evidence  shall  be  ad¬ 
mitted  when  the  Administrative  Law 
Judge  is  satisfied  that  the  witness  is 
properly  qualified. 

(e)  If  any  person  objects  to  the  ad¬ 
mission  or  rejection  of  any  evidence,  or 
other  limitation  of  the  scope  of  any 
examination  or  cross-examination,  he 
shall  state  briefly  the  grounds  for  such 
objection,  and  the  transcript  shall  not 
include  extended  argument  or  debate 
thereon  except  as  ordered  by  the  Admin¬ 
istrative  Law  Judge.  A  ruling  on  any  such 
objection  shall  be  a  part  of  the  trans¬ 
script,  together  with  such  offer  of  proof 
as  has  been  made. 

Subpart  E — Findings  of  Facts  and  Order 
§  314.230  Tentative  order. 

The  Administrative  Law  Judge,  within 
a  reasonable  time,  shall  prepare  tenta¬ 
tive  findings  of  fact  and  a  tentative  order, 
which  shall  be  served  upon  the  applicant 
and  the  Food  and  Drug  Administra¬ 
tion  or  sent  to  them  by  certified  mail. 
If  not  exceptions  are  taken  to  the  tenta¬ 
tive  order  within  20  days  or  such  other 
time  specified  in  such  order,  that,  order 
shall  become  final 

§  314.231  Exceptions  to  the  tentative 
order. 

Within  20  days  or  such  other  time 
specified  in  the  tentative  order,  the  ap¬ 
plicant  or  the  Food  and  Drug  Adminis¬ 
tration  may  transmit  exceptions  to  the 
Administrative  Law  Judge,  together  with 
any  briefs  or  argument  in  support 
thereof.  If  exception  is  taken  to  any 
tentative  findings  of  fact,  reference  must 
be  made  to  the  pages  or  parts  of  the  rec¬ 
ord  relied  upon,  and  a  corrected  finding 
of  fact  must  be  submitted.  The  applicant, 
If  he  files  exceptions,  shall  state  in  writ¬ 
ing  whether  he  desires  to  make  an  oral 
argument. 

§  314.232  Issuance  of  final  order. 

Within  a  reasonable  time  after  the 
filing  of  exceptions,  or  after  oral  argu¬ 
ment  (if  such  argument  is  requested), 
the  Commissioner  shall  issue  the  final 
order  in  the  proceeding.  The  order  will 
include  the  findings  of  fact  upon  which 
it  is  based. 

Subpart  F — Judicial  Review  of  Order 

§  314.235  Judicial  review. 

(a)  The  Assistant  General  Counsel  for 
Food  and  Drugs  of  the  Department  of 
Health,  Education,  and  Welfare  is  hereby 
designated  as  the  officer  upon  whom 
copies  of  petitions  for  judicial  review 
shall  be  served.  Such  officer  shall  be 
responsible  for  filing  in  the  court  a  tran¬ 
script  of  proceedings  and  the  record  on 
which  the  final  orders  were  based.  The 
transcript  and  record  shall  be  certified  by 
the  Commissioner.  In  any  case  in  which 
the  Commissioner  enters  an  order  as  pro¬ 
vided  In  $  314.200(g) ,  without  a  hearing, 
the  request(s)  for  hearing  together  with 
the  data  and  information  submitted  and 


the  Commissioner’s  findings  and  conclu¬ 
sions  shall  be  included  in  the  record  cer¬ 
tified  by  the  Commissioner. 

(b)  Judicial  review  of  an  order  with- 
drawing  approval  of  a  new  drug  applica¬ 
tion,  whether  or  not  a  hearing  has  been 
held,  may  be  sought  by  a  manufacturer 
or  distributor  of  an  identical,  related,  or 
similar  drug  product  as  defined  in 
§  310.6  of  this  chapter  in  a  United  States 
court  of  appeals  pursuant  to  section  505 
(h)  of  the  act. 

(c)  The  record  upon  judicial  review 
after  denial  of  a  hearing  shall  consist 
of  the  notice  of  opportunity  for  hearing, 
the  request  for  hearing,  any  proposed 
denial  of  hearing  served  upon  the  person 
requesting  a  hearing  and  the  response 
(where  this  procedure  is  applicable) ,  and 
the  final  order  denying  a  hearing. 

PART  328— IN  VITRO  DIAGNOSTIC 
PRODUCTS  FOR  HUMAN  USE 

Subpart  A — General  Provisions 

Sec. 

328.3  Definitions. 

328  4  Confidentiality  of  submitted  infor¬ 
mation. 

Subpart  B — Labeling 

328.10  Labeling  for  in  vitro  diagnostic  prod¬ 
ucts. 

Subpart  C — Requirements  for  Manufacturers 
and  Producers 

328.20  General  requirements  for  manufac¬ 
turers  and  producers  of  in  vitro 
diagnostic  products. 

Subpart  D — Administrative  Procedures 
328.30  Procedure  for  establishing,  amending 
or  repealing  standards. 

328.34  Court  appeal. 

328.35  Regulatory  action. 

Authority:  Secs.  201,  601,  602,  605,  608, 
610,  701,  62  Stat.  1040-1042,  as  amended, 
1049-1051,  as  amended,  1053,  as  amended, 
1055,  as  amended,  1056,  as  amended;  (21 
U.S.C.  321,  351,  352.  355,  358,  360,  371). 

Subpart  A — General  Provisions 
§  328.3  Definitions. 

(a)  “In  vitro  diagnostic  products”  are 
those  reagents,  instruments  and  systems 
Intended  for  use  in  the  diagnosis  of  dis¬ 
ease  or  in  the  determination  of  the  state 
of  health  in  order  to  cure,  mitigate,  treat, 
or  prevent  disease  or  its  sequelae.  Such 
products  are  Intended  for  use  in  the  col¬ 
lection,  preparation  and  examination  of 
specimens  taken  from  the  human  body. 
These  products  are  drugs  or  devices  as 
defined  in  section  201  (g)  and  201  (h) ,  re¬ 
spectively,  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  (the  act)  or  are  a  combina¬ 
tion  of  drugs  and  devices,  and  may  also 
be  a  biological  product  subject  to  section 
351  of  the  Public  Health  Service  Act. 

(b)  A  “product  class”  is  all  those  prod¬ 
ucts  intended  for  use  for  a  particular 
determination  or  for  a  related  group  of 
determinations  or  products  with  common 
or  related  characteristics  or  those  in¬ 
tended  for  common  or  related  uses.  A 
class  may  be  further  divided  into  sub¬ 
classes  when  appropriate. 

(c)  A  “product  class  standard”  is  a 
statement  describing  performance  re¬ 
quirements  necessary  to  assure  accuracy 
and  reliability  of  results,  specific  labeling 
requirements  necessary  for  the  proper 


use  of  a  particular  class,  and  procedures 
for  testing  the  product  to  assure  its  satis¬ 
factory  performance. 

(d)  “Act”  means  the  Federal  Food, 
Drug,  and  Cosmetic  Act. 

§  328.4  Confidentiality  of  submitted  in¬ 
formation. 

(a)  Data  and  information  submitted 
pursuant  to  the  provisions  of  §  328.30  or 
§  328.10(c)  and  falling  within  the  con¬ 
fidentiality  provisions  of  18  U.S.C.  1905 
or  21  U.S.C.  331  (j)  shall  be  treated  as 
confidential  by  the  Food  and  Drug  Ad¬ 
ministration  and  any  consultant  to  whom 
it  is  referred.  Confidentiality  of  informa¬ 
tion  will  be  determined  In  accordance 
with  the  provisions  of  Part  4  of  this 
chapter. 

(b)  Data  and  information  submitted 
pursuant  to  5  328.30  in  connection  with 
the  establishment,  amendment  or  repeal 
of  a  product  class  standard  will  be  made 
publicly  available  at  the  office  of  the 
Hearing  Clerk  of  the  Food  and  Drug  Ad¬ 
ministration  30  days  after  publication 
of  a  proposed  product  class  standard, 
except  for  the  identity  of  inactive  in¬ 
gredients,  any  quality  control  or  other 
manufacturing  data  or  Information,  or 
other  data  and  information  to  the  ex¬ 
tent  that  the  person  submitting  it  has 
demonstrated  that  it  falls  within  the  con¬ 
fidentiality  provisions  of  18  U.S.C.  1905 
or  21  UJ5.C.  33H  J). 

Subpart  B — Labeling 

§  328.10  Labeling  for  in  vitro  diagnostic 
products. 

(a)  The  label  for  an  in  vitro  diagnostic 
product  shall  state  the  following  infor¬ 
mation,  except  where  such  information 
is  not  applicable,  or  as  otherwise  speci¬ 
fied  in  a  standard  for  a  particular  prod¬ 
uct  class.  Section  201  (k)  of  the  act  pro¬ 
vides  that  “a  requirement  made  by  or 
under  authority  of  this  act  that  any 
word,  statement,  or  other  Information 
appear  on  the  label  shall  not  be  con¬ 
sidered  to  be  complied  with  unless  such 
word,  statement,  or  other  information 
also  appears  on  the  outside  container  or 
wrapper,  if  any  there  be,  of  the  retail 
package  of  such  article,  or  is  easily  legi¬ 
ble  through  the  outside  container  or 
wrapper.” 

(1)  The  proprietary  name  and  estab¬ 
lished  name  (common  or  usual  name), 
if  any. 

(2)  The  intended  use  or  uses  of  the 
product. 

(3)  For  a  reagent,  a  declaration  of  the 
established  name  (common  or  usual 
name),  if  any,  and  quantity,  proportion 
or  concentration  of  each  reactive  ingre¬ 
dient;  and  for  a  reagent  derived  from 
biological  material,  the  source  and  a 
measure  of  its  activity.  The  quantity, 
proportion,  concentration  or  activity 
shall  be  stated  in  the  system  generally 
used  and  recognized  by  the  Intended  user 
(e.g.,  metric,  international  units,  etc.). 

(4)  A  statement  of  warnings  or  pre¬ 
cautions  for  users  as  established  In  the 
regulations  contained  in  16  CFR  Part 
1500  and  any  other  warnings  appropriate 
to  the  hazard  presented  by  the  product; 
and  a  statement  “For  In  Vitro  Diagnostic 
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Use”  and  any  other  limiting  statements 
appropriate  to  the  intended  use  of  the 
product. 

(5)  For  a  reagent,  appropriate  storage 
instructions  adequate  to  protect  the  sta¬ 
bility  of  the  product.  When  applicable, 
these  instructions  shall  include  such  in¬ 
formation  as  conditions  of  temperature, 
light,  humidity,  and  other  pertintnt 
factors.  For  products  requiring  manipu¬ 
lation,  such  as  reconstitution  and/or 
mixing  before  use,  appropriate  storage 
instructions  shall  be  provided  for  the  re¬ 
constituted  or  mixed  product  which  is 
to  be  stored  in  the  original  container. 
The  basis  for  such  instructions  shall  be 
determined  by  reliable,  meaningful,  and 
specific  test  methods  such  as  those  de¬ 
scribed  in  §  133.13  of  this  chapter. 

(6)  For  a  reagent,  a  means  by  which 
the  user  may  be  assured  that  the  prod¬ 
uct  meets  appropriate  standards  of 
identity,  strength,  quality  and  purity  at 
the  time  of  use.  This  shall  be  provided, 
both  for  the  product  as  provided  and 
for  any  resultant  reconstituted  or  mixed 
product,  by  including  on  the  label  one 
or  more  of  the  following: 

(1)  An  expiration  date  based  upon  the 
stated  storage  instructions. 

Cii)  A  statement  of  an  observable  indi¬ 
cation  of  an  alteration  of  the  product 
(e.g.,  turbidity,  color  change,  precipi¬ 
tate)  beyond  its  appropriate  standards. 

(iii)  Instructions  for  a  simple  method 
by  which  the  user  can  reasonably  de¬ 
termine  that  the  product  meets  its 
appropriate  standards. 

(7)  For  a  reagent,  a  declaration  of  the 
net  quantity  of  contents,  expressed  in 
terms  of  weight  or  volume,  numerical 
count,  or  any  combination  of  these  or 
other  terms  which  accurately  reflect  the 
contents  of  the  package.  The  use  of  met¬ 
ric  designations  is  encouraged,  wherever 
appropriate.  If  more  than  a  single  de¬ 
termination  may  be  performed  using  the 
product,  any  statement  of  the  number 
of  tests  shall  be  consistent  with  instruc¬ 
tions  for  use  and  amount  of  material 
provided. 

(8)  Name  and  place  of  business  of 
manufacturer,  packer,  or  distributor. 

(9)  A  lot  or  control  number,  identi¬ 
fied  as  such,  from  which  it  is  possible 
to  determine  the  complete  manufactur¬ 
ing  history  of  the  product. 

(i)  If  it  is  a  multiple  unit  product,  the 
lot  or  control  number  shall  permit  trac¬ 
ing  the  identity  of  the  individual  units. 

(ii)  For  an  instrument,  the  lot  or  con¬ 
trol  number  shall  permit  tracing  the 
identity  of  all  functional  subassemblies. 

(iii)  For  multiple  unit  products  which 
require  the  use  of  included  units  together 
as  a  system,  all  units  should  bear  the 
same  lot  or  control  number,  if  appropri¬ 
ate,  or  other  suitable  uniform  identifica¬ 
tion  should  be  used. 

(10)  Except  that  for  items  in  para¬ 
graph  (a)  (1)  through  (9)  of  this  sec¬ 
tion:  (i)  In  the  case  of  immediate  con¬ 
tainers  too  small  or  otherwise  unable 
to  accommodate  a  label  with  sufficient 
space  to  bear  all  such  information  and 
which  are  packaged  within  an  outer  con¬ 
tainer  from  which  they  are  removed  for 
use,  the  information  required  by  para¬ 


graph  (a)  (2),  (3),  (4),  (5),  (6)  (ii)  (iii) 
and  (7)  of  this  section  may  appear  in  the 
outer  container  labeling  only. 

(Ii)  In  any  case  in  which  the  presence 
of  this  information  on  the  immediate 
container  will  interfere  with  the  test,  the 
information  may  appear  on  the  outside 
container  or  wrapper  rather  than  on  the 
immediate  container  label. 

*(b)  Labeling  accompanying  each  prod¬ 
uct  (e.g.,  a  package  insert)  shall  state 
in  one  place  the  following  information 
in  the  format  and  order  specified  below, 
except  where  such  information  is  not 
applicable,  or  as  specified  in  a  standard 
for  a  particular  product  class.  The  label¬ 
ing  for  a  multiple-purpose  instrument 
used  for  diagnostic  purposes,  and  not 
committed  to  specific  diagnostic  pro¬ 
cedures  or  systems,  may  bear  only  the  in¬ 
formation  indicated  in  paragraph  (b) 
(1),  (2),  (6),  (14),  and  (15)  of  this  sec¬ 
tion.  The  labeling  for  a  reagent  intended 
for  use  as  a  replacement  in  a  diagnostic 
system  may  be  limited  to  that  informa¬ 
tion  necessary  to  identify  the  reagent 
adequately  and  to  describe  its  proper  use 
in  the  system. 

(1)  The  proprietary  name  and  estab¬ 
lished  name  (common  or  usual  name) ,  if 
any. 

(2)  The  intended  use  or  uses  of  the 
product  and  the  type  of  procedure  (e.g., 
qualitative  or  quantitive) . 

(3)  Summary  and  explanation  of  the 
test.  Include  a  short  history  of  the  meth¬ 
odology,  with  pertinent  references  and  a 
balanced  statement  of  the  special  merits 
and  limitations  of  -his  method  or  prod¬ 
uct.  If  the  product  labeling  refers  to  any 
other  procedure,  appropriate  literature 
citations  shall  be  included  and  the  label¬ 
ing  shall  explain  the  nature  of  any  dif¬ 
ferences  from  the  original  and  their  ef¬ 
fect  on  the  results. 

(4)  The  chemical,  physical,  physiologi¬ 
cal,  or  biological  principles  of  the  pro¬ 
cedure.  Explain  concisely,  with  chemical 
reactions  and  techniques  involved,  if 
applicable. 

(5)  Reagents,  (i)  A  declaration  of  the 
established  name  (common  or  usual 
name) ,  if  any.  and  quantity,  proportion 
or  concentration  or  each  reactive  in¬ 
gredient;  and  for  biological  material, 
the  source  and  a  measure  of  its  activity. 
The  quantity,  proportion,  concentration 
or  activity  shall  be  stated  in  the  system 
generally  used  and  recognized  by  the 
intended  user  (e.g.,  metric,  international 
units,  etc.).  A  statement  indicating  the 
presence  of  and  characterizing  any 
catalytic  or  nonreactive  ingredients  (e.g., 
buffers,  preservatives,  stabilizers). 

(ii)  A  statement  of  warnings  or  pre¬ 
cautions  for  users  as  established  in  the 
regulations  contained  in  16  CFR  Part 
1500  and  any  other  warnings  appro¬ 
priate  to  the  hazard  presented  by  the 
product:  and  a  statement  “For  In  Vitro 
Diagnostic  Use”  and  any  other  limiting 
statements  appropriate  to  the  intended 
use  of  the  product. 

(iii)  Adequate  instructions  for  re¬ 
constitution,  mixing,  dilution,  etc. 

(iv)  Appropriate  storage  instructions 
adequate  to  protect  the  stability  of  the 
product.  When  applicable,  these  instruc¬ 


tions  shall  include  such  information  as 
conditions  of  temperature,  light,  humid¬ 
ity,  and  other  pertinent  factors.  For 
products  requiring  manipulation,  such  as 
reconstitution  and/or  mixing  before  use, 
appropriate  storage  instructions  shall  be 
provided  for  the  reconstituted  or  mixed 
product.  The  basis  for  such  instructions 
shall  be  determined  by  reliable,  mean¬ 
ingful,  and  specific  test  methods  such  as 
those  described  in  §  133.13  of  this 
chapter. 

(v)  A  statement  of  any  purification  oi 
treatment  required  for  use. 

(vi)  Physical,  biological,  or  chemical 
indications  of  instability  or  deterioration. 

(6)  Instruments:  (i)  Use  or  function. 

(ii)  Installation  procedures  and  spe¬ 
cial  requirements. 

(iii)  Principles  of  operation. 

(iv)  Performance  characteristics  and 
specifications. 

(v)  Operating  instructions. 

(vi)  Calibration  procedures  including 
materials  and/or  equipment  to  be  used. 

(vii)  Operational  precautions  and 
limitations. 

(viii)  Hazards. 

(ix)  Service  and  maintenance  infor¬ 
mation. 

(7)  Specimen  collection  and  prepara¬ 
tion  for  analysis,  including  a  description 
of:  (i)  Special  precautions  regarding 
specimen  collection  including  special 
preparation  of  the  patient  as  it  bears  on 
the  validity  of  the  test. 

(ii)  Additives,  preservatives,  etc.,  nec¬ 
essary  to  maintain  the  integrity  of  the 
specimen. 

(iii)  Known  interfering  substances. 

(iv)  Recommended  storage,  handling 
or  shipping  instructions  for  the  protec¬ 
tion  and  maintenance  of  stability  of  the 
specimen. 

(8)  Procedure:  A  step-by-step  outline 
of  recommended  procedures  from  recep¬ 
tion  of  the  specimen  to  obtaining  results. 
List  any  points  that  may  be  useful  in 
improving  precision  and  accuracy,  (i)  A 
list  of  all  materials  provided  (e.g., 
reagents,  instruments  and  equipment) 
with  instructions  for  their  use. 

(ii)  A  list  of  all  materials  required  but 
not  provided:  Include  such  details  as 
sizes,  numbers,  types,  and  quality. 

(iii)  A  description  of  the  amounts  of 
reagents  necessary,  times  required  for 
specific  steps,  proper  temperatures, 
wavelengths,  etc. 

(iv)  A  statement  describing  the  stabil¬ 
ity  of  the  final  reaction  material  to  be 
measured  and  the  time  within  which  it 
shall  be  measured  to  assure  accurate  re¬ 
sults. 

(v)  Details  of  calibration:  Identify 
reference  material.  Describe  preparation 
of  reference  sample  (s),  use  of  blanks, 
preparation  of  the  standard  curve,  etc. 
The  description  of  the  range  of  calibra¬ 
tion  should  Include  the  highest  and  the 
lowest  values  measurable  by  the  pro¬ 
cedure. 

(vi)  Details  of  kinds  of  quality  control 
procedures  and  materials  required.  If 
there  is  need  for  both  positive  and  neg¬ 
ative  controls,  this  should  be  stated.  State 
what  are  considered  satisfactory  limits 
of  performance. 
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(9)  Results:  Explain  the  procedure  for 
calculating  the  value  of  the  unknown. 
Give  an  explanation  for  each  component 
of  the  formula  used  for  the  calculation 
of  the  unknown.  Include  a  sample  calcu¬ 
lation.  step-by-step,  explaining  the  an¬ 
swer.  The  values  shall  be  expressed  to 
the  appropriate  number  of  significant 
figures.  If  the  test  provides  other  than 
quantitative  results,  provide  an  adequate 
description  of  expected  results. 

(10)  Limitation  of  the  procedure:  In¬ 
clude  a  statement  of  limitations  of  the 
procedure.  State  known  extrinsic  factors 
or  Interfering  substances  affecting  re¬ 
sults.  If  further  testing,  either  more  spe¬ 
cific  or  more  sensitive,  is  Indicated  in  all 
cases  where  certain  results  are  obtained, 
the  need  for  the  additional  test  shall  be 
stated. 

(11)  Expected  values:  State  the 
range (s)  of  expected  values  as  obtained 
with  the  product  from  studies  of  various 
populations.  Indicate  how  the  range (s) 
was  established  and  identify  the  popula¬ 
tion  (s)  on  which  it  was  established. 

(12)  Specific  performance  character¬ 
istics:  Include,  as  appropriate,  informa¬ 
tion  describing  such  things  as  accuracy, 
precision,  specificity,  and  sensitivity. 
These  shall  be  related  to  a  generally  ac¬ 
cepted  method  using  biological  speci¬ 
mens  from  normal  and  abnormal  popula¬ 
tions.  Include  a  statement  summarizing 
the  data  upon  which  the  specific  per¬ 
formance  characteristics  are  based. 

(13)  Bibliography:  Include  pertinent 
references  keyed  to  the  text. 

(14)  Name  and  place  of  business  of 
manufacturer,  packer,  or  distributor. 

(15)  Date  of  issuance  of  the  last  re¬ 
vision  of  the  labeling  identified  as  such. 

(c)  A  shipment  or  other  delivery  of  an 
in  vitro  diagnostic  product  shall  be  ex¬ 
empt  from  the  requirements  of  para¬ 
graphs  (a)  and  (b)  of  this  section  and 
from  a  standard  promulgated  pursuant 
to  this  part  provided  the  following  con¬ 
ditions  are  met: 

( 14  For  a  product  in  the  laboratory  re¬ 
search  phase  of  development,  and  not 
represented  as  an  effective  in  vitro  diag¬ 
nostic  product,  all  labeling  bears  the 
statement,  prominently  placed:  “For  Re¬ 
search  Use  Only.  Not  for  use  in  diagnostic 
procedures.” 

(2)  For  a  product  being  shipped  or 
delivered  for  product  testing  prior  to  full 
commercial  marketing  (e.g.,  for  use  on 
specimens  derived  from  humans  to  com¬ 
pare  the  usefulness  of  the  product  with 
other  products  or  procedures  which  are  in 
current  use  or  recognized  as  useful),  all 
labeling  bears  the  statement,  promi¬ 
nently  placed:  “For  Investigational  Use 
Only.  The  performance  characteristics  of 
this  product  have  not  been  established.” 

(3)  The  person  making  a  shipment  or 
delivery  under  paragraph  (c)  (2)  of  this 
section  shall  submit  to  the  FDA  a  noti¬ 
fication  that  such  shipments  are  being 
made. 

(4)  Within  30  days  after  the  first  com¬ 
mercial  shipment  of  an  in  vitro  diagnos¬ 
tic  product,  the  person  making  such  ship¬ 
ment  shall  submit  the  information  re¬ 
quired  by  the  Drug  Listing  Act  as  pro¬ 
vided  in  §  132.5  of  this  chapter. 


(d)  The  labeling  of  general  purpose 
laboratory  reagents  (e.g.,  hydrochloric 
acid)  and  equipment  (e.g.,  test  tubes  and 
pipettes)  whose  uses  are  generally  known 
by  persons  trained  in  their  use  need  not 
bear  the  directions  for  use  required  by 
§  328.10  (a)  and  (b),  if  their  labeling 
meets  the  requirements  of  this  para¬ 
graph. 

(1)  The  label  of  a  reagent  shall  bear 
the  following  information: 

(i)  The  proprietary  name  and  estab¬ 
lished  name  (common  or  usual  name) ,  if 
any,  of  the  reagent. 

(ii)  A  declaration  of  the  established 
name  (common  or  usual  name) ,  if  any, 
and  quantity,  proportion  or  concentra¬ 
tion  of  the  reagent  ingredient  (e.g.,  hy¬ 
drochloric  acid:  Formula  weight  36.46, 
assay  37.9  percent,  specific  gravity  1.192 
at  60°  F.) ;  and  for  a  reagent  derived  from 
biological  material,  the  source  and  where 
applicable  a  measure  of  its  activity.  The 
quantity,  proportion,  concentration  or 
activity  shall  be  stated  in  the  system  gen¬ 
erally  used  and  recognized  by  the  in¬ 
tended  user  (e.g.,  metric,  international 
units,  etc.). 

(ill)  A  statement  of  the  purity  and 
quality  of  the  reagent,  Including  a  quan¬ 
titative  declaration  of  any  impurities 
present.  The  requirement  for  this  infor¬ 
mation  may  be  met  by  a  statement  of 
conformity  with  a  generally  recognized 
and  generally  available  standard  which 
contains  the  same  information  (e.g., 
those  established  by  the  American 
Chemical  Society,  U.S.  Pharmacopeia, 
National  Formulary,  National  Research 
Council) . 

(lv)  A  statement  of  warnings  or  pre¬ 
cautions  for  users  as  established  in  the 
regulations  contained  in  16  CFR  Part 
1500  and  any  other  warnings  appro¬ 
priate  to  the  hazard  presented  by  the 
product:  and  a  statement  “For  Labora¬ 
tory  Use.” 

(v)  Appropriate  storage  instructions 
adequate  to  protect  the  stability  of  the 
product.  When  applicable,  these  instruc¬ 
tions  shall  include  such  information  as 
conditions  of  temperature,  light,  humid¬ 
ity,  and  other  pertinent  factors.  The 
basis  for  such  information  shall  be  deter¬ 
mined  by  reliable,  meaningful,  and  spe¬ 
cific  test  methods  such  as  those  described 
in  §  133.13  of  this  chapter. 

(vl)  A  declaration  of  the  net  quantity 
of  contents,  expressed  in  terms  of  weight 
or  volume,  numerical  count,  or  any  com¬ 
bination  of  these  or  other  terms  which 
accurately  reflect  the  contents  of  the 
package.  The  use  of  metric  designations 
is  encouraged,  wherever  appropriate. 

(vii)  Name  and  place  of  business  of 
manufacturer,  packer,  or  distributor. 

(viil)  A  lot  or  control  number,  identi¬ 
fied  as  such,  from  which  it  is  possible  to 
determine  the  complete  manufacturing 
history  of  the  product. 

(ix)  In  the  case  of  immediate  con¬ 
tainers  too  small  or  otherwise  unable  to 
accommodate  a  label  with  sufficient 
space  to  bear  all  such  information,  and 
which  are  packaged  within  an  outer  con¬ 
tainer  from  which  they  are  removed  for 
use,  the  information  required  by 
paragraph  (d)(1)  (ii),  (iii),  (iv),  (v), 


and  (vi)  of  this  section  may  appear  in 
the  outer  container  labeling  only. 

(2)  The  label  of  general  purpose  lab¬ 
oratory  equipment  (e.g.,  a  beaker  or  a 
pipette)  shall  bear  a  statement  ade¬ 
quately  describing  the  product,  its  com¬ 
position,  and  physical  characteristics  if 
necessary  for  its  proper  use. 

Effective  Date:  §  328.10  (a),  (b),  and  (d) 
become  effective  September  15,  1974;  para¬ 
graph  (c)  became  effective  September  17, 

1973.  See  39  FR  8610,  Mar.  6,  1974.  The  effec¬ 
tive  date  for  paragraphs  (a)  and  (b)  of  this 
section,  as  applied  to  licensed  blood  grouping 
serum,  was  stayed.  See  39  FR  2089,  Jan.  17, 

1974. 

Subpart  C — Requirements  for 
Manufacturers  and  Producers 

§  328.20  General  requirements  for  man¬ 
ufacturers  and  producers  of  in  vitro 
diagnostic  products. 

(a)  Registration  and  product  listing. 
Any  person  who  owns  or  operates  any 
establishment  engaged  in  the  manufac¬ 
ture,  preparation,  compounding,  or  proc¬ 
essing  of  an  in  vitro  diagnostic  product 
should  register  such  establishment  and 
list  such  product (s)  in  accordance  with 
the  procedures  established  under  Part  132 
of  this  chapter,  except  that  registration 
and  listing  is  not  required  or  requested  at 
this  time  for  general  purpose  laboratory 
reagents  and  equipment  for  which  label¬ 
ing  requirements  are  specified  in 
§  328.10(d).  Any  such  establishment  not 
currently  registered  should  register 
within  30  days  of  the  effective  date  of 
this  regulation.  Any  such  establishment 
currently  registered  as  a  drug  establish¬ 
ment  shall  at  the  next  period  for 
registration  use  the  appropriate  registra¬ 
tion  form  indicating  that  it  is  a  producer 
of  in  vitro  diagnostic  products.  Regis¬ 
tration  forms  may  be  obtained  from 
the  Department  of  Health,  Education, 
and  Welfare,  Food  and  Drug  Adminis¬ 
tration,  5600  Fishers  Lane,  Rockville,  MD 
20852,  or  at  any  Food  and  Drug  Admin¬ 
istration  district  office.  Registration  and 
listing  do  not  constitute  an  admission  or 
agreement  or  determination  that  a  prod¬ 
uct  is  a  “drug”  within  the  meaning  of 
section  201(g)  of  the  act. 

(b)  Compliance  with  good  manufac¬ 
turing  practices.  In  vitro  diagnostic  prod¬ 
ucts  shall  be  manufactured  in  accordance 
with  current  good  manufacturing  prac¬ 
tices.  The  principles  established  in  Part 
133  of  this  chapter,  “Drugs:  Current 
Good  Manufacturing  Practice  in  Manu¬ 
facture,  Processing,  Packing,  or  Hold¬ 
ing,”  should  be  followed  as  a  guideline. 

Subpart  D — Administrative  Procedures 

§  328.30  Procedure  for  establishing, 
amending  or  repealing  standards. 

(a)  Basis  for  standards  and  available 
approaches  to  developing  standards. 
Whenever  in  the  judgment  of  the  Com¬ 
missioner  the  establishment  of  a  product 
class  standard  is  necessary  to  reduce  or 
eliminate  unreasonable  risk  of  illness  or 
injury  associated  with  exposure  to  or  use 
of  an  in  vitro  diagnostic  product  and 
there  are  no  other  more  practicable 
means  to  protect  the  public  from  such 
risk,  he  may  propose  such  a  standard.  In 
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proposing  a  product  class  standard  he 
shall  consider,  and  publish  In  the  Fed¬ 
eral  Register  findings  on,  the  degree  of 
risk  or  injury  associated  with  the  use  of 
the  product,  the  availability  of  Informa¬ 
tion  relating  to  the  sciences  upon  which 
the  products  or  their  uses  are  based,  the 
approximate  number  of  products  subject 
to  the  standard,  the  medical  need  for  the 
products,  and  the  probable  effect  of  the 
standard  upon  the  utility,  cost,  or  avail¬ 
ability  of  the  product,  and  available 
means  of  achieving  the  objective  of  the 
standard  with  a  minimal  disruption  of 
supply  and  of  reasonable  manufacturing 
and  other  commercial  practices.  Three 
procedures  are  available  for  developing 
product  class  standards  and  may  be  pro¬ 
posed  on  the  initiative  of  the  Commis¬ 
sioner  or  by  petition  of  Interested  per¬ 
sons:  (1)  An  existing  standard  may  be 
utilized,  (2)  Interested  persons  outside 
of  the  Food  and  Drug  Administration 
may  develop  a  proposed  standard  or  (3) 
the  Food  and  Drug  Administration  may 
develop  the  standard.  If  a  petition  Is 
filed  by  an  Interested  person,  It  shall  be 
in  the  form  prescribed  In  8  2.65  of  this 
chapter  with  the  number  of  copies  speci¬ 
fied  therein. 

(b)  Advisory  committee.  An  advisory 
committee  of  qualified  experts  shall  be 
appointed  to  advise  the  Food  and  Drug 
Administration  on  the  priorities  for  es¬ 
tablishing  product  class  standards,  the 
scientific  basis  for  In  vitro  diagnostic 
products,  the  selection  of  reference 
methodologies  and  reference  materials, 
the  adequacy  and  reasonableness  of  pro¬ 
posed  standards  and  other  related  mat¬ 
ters  as  determined  by  the  Commissioner. 

Cc)  Request  for  information  and  com¬ 
ment.  Whenever  a  new  standard  Is  to  be 
developed,  the  Commissioner  will  pub¬ 
lish  a  notice  In  the  Federal  Register 
requesting  the  submission  of  all  Infor¬ 
mation,  data,  and  views  relevant  to  a 
specific  product  class  for  review  and 
evaluation.  Any  interested  person  may 
submit  comments  and  views  on  any  mat¬ 
ter  relevant  to  the  development  of  the 
standard.  Including  the  factors  required 
by  paragraph  (a)  of  this  section,  to  be 
considered  by  the  Commissioner.  The 
format  for  such  submission  may  be  de¬ 
termined  by  the  nature  of  the  informa¬ 
tion  to  be  submitted.  Any  product  per¬ 
formance  Information  submitted  shall 
relate  to  the  performance  of  that  product 
as  marketed  or  Intended  for  marketing. 
For  Information  submitted  by  a  manu¬ 
facturer  of  a  product  which  will  be 
affected  by  the  standard,  the  specific 
product  information  requested  and  the 
format  for  submission  shall  be  as  de¬ 
scribed  below  unless  changed  In  the  Fed¬ 
eral  Register  notice.  The  time  allotted 
for  submission  will  ordinarily  be  90  days. 
Four  copies  of  the  Information  and  data 
on  any  product  within  the  designated 
class  shall  be  submitted,  Indexed,  and 
bound. 

(1)  Name  of  product  class  and  date  of 
Federal  Register  statement. 

(2)  Proprietary  name  of  product. 

(3)  Name  of  person  responsible  for 
submission. 

(4)  Intended  use  or  uses  of  the  prod¬ 
uct. 


(5)  A  statement  categorizing  the  pro¬ 
cedure  (e.g.,  qualitative  or  quantitative) . 

(6)  Copies  of  label  and  all  other  la¬ 
beling  under  which  product  is  currently 
marketed  or,  for  a  proposed  product,  the 
label  and  all  other  labeling  under  which 
marketing  Is  Intended. 

(7)  Description  of  the  product,  as 
appropriate:  For  example,  if  the  product 
is  or  includes  a  reagent,  state  the  pro¬ 
prietary  name  and  established  name 
(common  or  usual  name),  if  any,  and 
quantity,  proportion,  or  concentration 
of  each  reactive,  catalytic,  or  inactive 
ingredient.  If  the  product  Is  a  biological 
material,  list  the  source  and  a  measure 
of  its  activity.  Include  a  statement  of  any 
purification  or  treatment  required  for 
use.  If  the  product  is  or  Includes  an  in¬ 
strument  or  equipment,  describe  as  ap¬ 
propriate  Its  use  or  functions,  installa¬ 
tion  procedures  and  any  special  require¬ 
ments,  principle  of  operating  instruc¬ 
tions,  calibration  procedures  Including 
materials  and/or  equipment  to  be  used, 
operation  precautions  and  limitations, 
hazards,  and  service  and  maintenance 
instructions. 

(8)  Stability  Information:  A  descrip¬ 
tion  of,  and  data  derived  from,  studies  of 
the  stability  of  the  product.  For  any 
product  that  requires  manipulation  (e.g., 
reconstitution  or  mixing) ,  stability  data 
shall  be  described  for  the  reconstituted 
or  mixed  product.  Describe  the  means  by 
which  the  Information  was  developed. 
The  data  shall  be  for  the  product  in  the 
container  In  which  it  Is  marketed  to  as¬ 
sure,  among  other  things,  that  the  con¬ 
tainer  is  not  reactive,  additive,  or  ab¬ 
sorptive  to  an  extent  that  alters  the  prod¬ 
uct  or  Its  performance.  Include  any  ex¬ 
piration  period  data  which  supports  any 
expiration  date  which  appears  In  the 
labeling  of  the  product.  Describe  the  stor¬ 
age  conditions  necessary  for  the  product, 
such  as  temperature,  light,  humidity. 

(9)  Hazards  to  user:  A  statement  of 
the  principal  hazards  associated  with  the 
product.  Include  the  result  of  tests  con¬ 
ducted  to  determine  the  applicability  of 
hazard  warnings  or  cautions,  including 
those  established  In  the  regulations  con¬ 
tained  in  16  CFR  Part  1500. 

(10)  History  of  methodology:  A  brief 
history  of  the  methodology,  with  perti¬ 
nent  references.  All  references  to  reports 
of  adverse  or  unfavorable  experience 
with  the  product  or  the  procedure  on 
which  It  Is  based  shall'  be  Included.  If 
the  product  procedure  is  the  same  as  one 
which  has  been  published,  cite  the  refer¬ 
ence.  If  the  product  Is  based  on  a  modi¬ 
fication  of  a  published  procedure,  cite  the 
reference,  state  the  reason  for  and  the 
nature  of  the  modification  and  the  effect 
such  modification  may  have  on  the  re¬ 
sults  of  the  procedure  as  compared  to 
the  original.  Include  data  illustrating 
the  comparison  of  the  modified  proce¬ 
dure  to  the  original  procedure. 

(11)  Principle  of  test:  An  explanation 
of  the  test  procedure  Including  the  chem¬ 
ical,  physical,  physiological,  or  biological 
principle  of  the  procedure  with  chemical 
reactions  and  techniques  Involved,  If 
applicable. 

(12)  Specimen  collection  and  prepa¬ 
ration:  A  description  of  the  specimen  to 


be  subjected  to  analysis:  (1)  Special  pre¬ 
cautions  regarding  specimen  collections. 
Including  special  preparation  of  the  pa¬ 
tient  as  it  bears  on  the  validity  of  the 
test. 

(li)  Additives,  preservatives,  etc.,  nec¬ 
essary  to  maintain  the  Integrity  of  the 
specimen. 

(iii)  Known  interfering  substances 
and  their  effect  on  the  procedure  and 
results. 

(iv)  Appropriate  storage,  handling  or 
shipping  instructions. 

(13)  Procedure:  A  detailed,  step-by- 
step  description  of  the  test  procedure 
from  reception  of  the  specimen  to  ob¬ 
taining  of  results,  including  any  points 
that  may  be  useful  in  improving  preci¬ 
sion  and  accuracy.  Give  the  exact  details 
of  calibration.  Identify  reference  mate¬ 
rial.  Describe  preparation  of  reference 
sample,  use  of  blanks,  etc.  Include  a  de¬ 
scription  of  methods  to  be  used  in  deter¬ 
mining  the  standard  curve. 

(14)  Results:  Explain  the  procedure 
for  calculating  the  value  of  the  unknown. 
Give  an  explanation  of  each  component 
of  the  formula  used  for  the  calculation 
of  the  unknown.  Include  a  sample  calcu¬ 
lation,  step-by-step,  explaining  the  an¬ 
swer.  Values  should  be  expressed  to  the 
appropriate  number  of  significant  figures. 
Provide  the  basis  for  evaluation  of  non- 
quantltative  test  results. 

(15)  Limitation  of  the  procedure:  In¬ 
clude  a  statement  of  the  limitations  of 
the  procedure  and  an  explanation  of  ex¬ 
trinsic  factors,  if  any,  that  may  affect 
the  results.  Include  statements  regarding 
minimum  training  needed  by  the  user, 
special  precautions,  interfering  sub¬ 
stances,  likelihood  of  obtaining  false  posi¬ 
tive  or  false  negative  results,  etc.  Posi¬ 
tive  data  showing  a  lack  of  Interference 
by  commonly  occurring  substances  shall 
be  supplied.  If  a  more  specific  or  more 
sensitive  laboratory  test  is  Indicated  in 
certain  Instances,  the  indication  for  the 
additional  test  shall  be  stated  and  data 
submitted  to  support  its  value. 

(16)  Support  of  claims:  Include  all 
available  data,  published  or  unpublished, 
which  supports  or  is  critical  of  the  prod¬ 
uct  or  its  procedure.  Include  data  for  both 
normal  and  abnormal  subjects  and  a 
description  of  the  population  or  popula¬ 
tions  studies.  State,  for  each  claim:  (i) 
Labeling  claim. 

(ii)  Background  documentation:  Pro¬ 
vide  a  bibliography  and  reprints  of  all 
pertinent  references. 

(iii)  Procedure  used  for  collecting 
evidence  for  claim. 

(iv)  Description  of  statistical  protocol. 

(v)  Description  of  sampling  procedure. 

(vi)  Summary  of  raw  results  In  tabular 
form. 

(vii)  Analysis  of  results. 

(viii)  Statement  of  interpretation  of 
results. 

(17)  Summary  of  scientific  basis  of 
procedure:  A  summary  of  the  data  and 
views  setting  forth  the  scientific  rationale 
and  purpose  of  the  product,  and  the  sci¬ 
entific  basis  for  the  conclusion  that  the 
product  has  or  has  not  been  proven  ac¬ 
curate  and  reliable  for  its  Intended  uses. 
If  there  is  an  absence  of  controlled  stud¬ 
ies  in  the  material  submitted,  an  ex- 
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planation  as  to  why  such  studies  are  not 
considered  necessary  shall  be  included. 

(18)  If  the  submission  is  by  a  manu¬ 
facturer,  a  statement  signed  by  the  per¬ 
son  responsible  for  such  submission,  that 
to  the  best  of  his  knowledge  it  Includes 
unfavorable  information  as  well  as  any 
favorable  information,  known  to  him  per¬ 
tinent  to  an  evaluation  of  the  perform¬ 
ance  of  the  product.  Thus,  if  any  type  of 
scientific  data  is  submitted,  a  balanced 
submission  of  favorable  and  unfavorable 
data  must  be  submitted.  The  same  would 
be  true  of  any  other  pertinent  data  or 
information  submitted,  such  as  consumer 
surveys  or  marketing  results. 

(d)  Review  and  evaluation.  Any  exist¬ 
ing  standard  or  petition  for  a  product 
class  standard,  together  with  any  infor¬ 
mation  and  comments  submitted  pur¬ 
suant  to  a  published  notice,  will  be  re¬ 
viewed  and  evaluated  by  the  Pood  and 
Drug  Administration  in  consultation  with 
its  advisory  committee  and  the  Center 
for  Disease  Control. 

(e)  Proposed  product  class  standard. 
When  the  Commissioner  has  concluded 
that  the  criteria  in  paragraph  (a)  of 
this  section  are  met  and  the  information 
available  has  been  reviewed  and  found 
to  justify  the  establishment  of  a  product 
class  standard,  he  shall  publish  in  the 
Federal  Register  a  proposed  product 
class  standard  establishing  conditions 
under  which  the  products  in  the  class 
are  safe  and  effective  and  not  adulter¬ 
ated  or  misbranded.  The  standard  shall 
include  a  statement  of  the  performance 
requirements  necessary  to  assure  ac¬ 
curacy  and  reliability  of  results,  specific 
labeling  requirements  for  the  proper  use 
of  the  products  in  the  class,  and  pro¬ 
cedures  for  testing  the  products  to  as¬ 
sure  satisfactory  performance  at  the  time 
of  marketing.  The  standard  may  include, 
where  necessary  to  assure  ti  e  accuracy 
and  reliability  of  results,  individual  lot 
testing  by  or  at  the  direction  of  the 
Food  and  Drug  Administration,  in  addi¬ 
tion  to  that  normally  required  of  the 
manufacturer;  except  that  the  Commis¬ 
sioner  shall  exempt  any  particular  prod¬ 
uct  from  such  a  requirement  upon  a 
showing  that  the  manufacturer  has  dem¬ 
onstrated  such  consistency  in  the  pro¬ 
duction  of  that  product,  in  compliance 
with  the  regulations,  as  is  adequate  to 
Insure  the  accuracy  and  reliability  of 
results,  and  the  Commissioner  shall  re¬ 
voke  the  requirement  of  individual  lot 
testing  under  the  standard  when  it  is  no 
longer  necessary  to  the  accuracy  and  re¬ 
liability  of  the  results  of  the  product 
class  covered  by  the  standard.  Any  in¬ 
terested  person  may,  within  60  days 
after  publication  of  the  proposed  stand¬ 
ard  in  the  Federal  Register,  file  written 


comments  on  the  proposal,  in  quintupll- 
cate,  with  the  Hearing  Clerk,  Food  and 
Drug  Administration,  Room  6-86,  5600 
Fishers  Lane,  Rockville,  MD  20852. 
Comments  may  be  accompanied  by  a 
memorandum  or  brief  in  support 
thereof.  All  comments  may  be  reviewed 
at  the  office  of  the  Hearing  Clerk  during 
regular  working  hours,  Monday  through 
Friday. 

(f)  Referral  to  an  independent  ad¬ 
visory  committee.  The  Commissioner 
may,  in  his  discretion,  refer  a  proposal 
under  paragraph  (e)  of  this  section  to 
an  independent  advisory  committee  of 
experts  qualified  in  the  subject  matter 
at  issue,  for  a  report  and  recommenda¬ 
tions  with  respect  to  any  matter  involved 
in  such  proposal  which  involves  the 
exercise  of  scientific  judgment.  The 
Commissioner  shall  designate  the  chair¬ 
man  of  each  panel.  The  independent  ad¬ 
visory  committee  may  consult  any  per¬ 
son  in  connection  with  the  matter  re¬ 
ferred  to  it.  Any  interested  person  may 
request,  in  writing,  an  opportunity  to 
present  oral  views  to  the  committee.  Any 
interested  person  may  present  written 
data  and  views  which  shall  be  consid¬ 
ered  by  the  committee.  The  full  report(s) 
of  the  committee  and  summary  minutes 
of  its  meetings  shall  be  made  available 
upon  request  after  submission  of  the 
report  (s)  to  the  Commissioner. 

(g)  Final  product  class  standard. 
After  reviewing  all  comments  received 
in  response  to  the  proposal  and  consid¬ 
ering  all  available  relevant  Information, 
the  Food  and  Drug  Administration,  in 
consultation  with  its  advisory  committee 
and  the  Center  for  Disease  Control,  and 
after  consideration  of  any  report  of  an 
independent  advisory  committee  if  the 
matter  involved  has  been  so  referred, 
will  publish  in  the  Federal  Register  a 
final  order  containing  a  product  class 
standard.  This  order  shall  state  the 
reasons  for  promulgating  the  product 
class  standard  and  the  date  the  stand¬ 
ard  will  become  effective. 

(h)  Petition  to  amend  or  repeal  stand¬ 
ards.  The  Commissioner  may  propose  to 
amend  or  repeal  any  standard  estab¬ 
lished  pursuant  to  this  procedure  or  any 
Interested  person  may  petition  the  Com¬ 
missioner  for  such  action.  A  petition 
shall  set  forth  the  action  requested  and 
a  detailed  statement  in  support  of  the 
action.  After  review  of  the  petition,  the 
Commissioner  may  deny  the  petition  if 
he  finds  a  lack  of  reasonable  support  or 
he  may  publish  a  proposed  amendment 
of  or  proposed  repeal  of  the  established 
standard  in  the  Federal  Register  if  ade¬ 
quate  support  has  been  presented.  The 
petition  shall  be  in  the  form  specified  in 
S  2.65  of  this  chapter  with  the  number  of 


copies  and  other  information  as  speci¬ 
fied  therein.  A  new  drug  application  sub¬ 
mitted  for  an  in  vitro  diagnostic  product 
which  does  not  comply  with  an  appli¬ 
cable  effective  product  class  standard  will 
be  considered  as  a  petition  to  amend  the 
standard.  Petitions  for  repeal  or  amend¬ 
ment  for  which  reasonable  support  has 
been  furnished  will  be  handled  pursuant 
to  the  procedures  established  in  para¬ 
graphs  (e)  through  (g)  of  this  section. 

§  328.34  Court  appeal. 

The  product  class  standard  promul¬ 
gated  in  the  final  order  represents  final 
agency  action  from  which  appeal  lies 
to  the  courts.  The  Food  and  Drug  Ad¬ 
ministration  will  request  consolidation  of 
all  appeals  in  a  single  court.  Upon  court 
appeal,  the  Commissioner,  at  his  discre¬ 
tion,  may  stay  the  effective  date  for  part 
or  all  of  the  standard  pending  appeal  and 
final  court  adjudication,  and  may  estab¬ 
lish  a  new  effective  date  after  final  court 
adjudication. 

§  328.33  Regulatory  action. 

Any  in  vitro  diagnostic  product  is  sub¬ 
ject  to  regulatory  action  if  it  fails  to 
conform  to  an  applicable  product  class 
standard  or  the  general  labeling  require¬ 
ments  of  §  328.10.  If  the  product  is  a  de¬ 
vice,  it  is  adulterated  in  violation  of  sec¬ 
tion  501  and  it  is  misbranded  in  violation 
of  section  502  of  the  act.  If  the  product  is 
a  drug,  it  is  in  violation  of  section  505 
as  well  as  sections  501  and  502  of  the  act. 
If  the  product  is  a  biologic,  it  is  in  vio¬ 
lation  of  sections  501,  502,  and  505  of  the 
Federal  Food,  Drug,  and  Cosmetic  Act 
and  section  351  of  the  Public  Health 
Service  Act.  Deviations  from  an  estab¬ 
lished  standard  may  be  justified  only  by 
an  amendment  to  the  standard.  Compli¬ 
ance  with  this  part  shall  be  deemed  to 
constitute  compliance  with  the  labeling 
and  new  drug  requirements  of  the  act 
and  with  the  labeling  and  licensing  re¬ 
quirements  of  section  351  of  the  Public 
Health  Service  Act,  unless  the  Commis¬ 
sioner  otherwise  informs  the  manufac¬ 
turer  or  distributor  of  an  in  vitro  diag¬ 
nostic  product  of  additional  requirements 
imposed  pursuant  to  either  statute  in 
order  to  protect  the  public  health. 


PART  329— HABIT-FORMING  DRUGS 

Subpart  A — Derivatives  Designated  as 
Habit  Forming 

Sec. 

329.1  Habit-forming  drugs  which  are 
chemical  derivatives  of  substances 
specified  in  section  502(d)  of  the 
Federal  Food,  Drug,  and  Cosmetic 
Act. 
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Subpart  B — Labeling 

329.10  Labeling  requirements  for  habit- 
forming  drugs. 

Subpart  C — Exemptions 

329.20  Exemption  of  certain  habit-forming 
drugs  from  prescription  require¬ 
ments. 

Authority:  Sec.  701,  62  Stat.  1055,  as 
amended;  (21  U.S.C.  371),  unless  otherwise 
noted. 


Subpart  A — Derivatives  Designated  as 
Habit  Forming 

§  329.1  Habit-forming  drugs  which  are 
chemical  derivatives  of  substances 
specified  in  section  502(d)  of  the 
Federal  Food,  Drug,  and  Cosmetic 
Act. 

Each  of  the  following  chemical  deriva¬ 
tives  of  a  substance  named  In  section  502 
(d)  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  Is  hereby  designated  as 
habit  forming: 


PARENT  SUBSTANCE— BARBITURIC  ACID 


Chemical  description  o(  derivative 


ft-  Ally  1-ft-ree-bntylbarblturlc  sold.* . 

6-Allyl-6-cyclopentenylbarblturlc  acid. 


ft-  A  llyl-6-lsobuty  lbarhituric  acid. 


ft-Allyl-S-lsopropylbarbiturlc  acid. 


ft-Allyl-Maopropyl-l-methylbarblturic  add. 
ft-  Ally  1-ft-  (1-methy lbuty  1)  barbituric  acid _ 


Common  or  official  name  of 
chemical  derivative  or  its  salts 


Talbatal. 


*-AUyl-ft-(l-methylbntyl)-2-thiobarblturicacld. 

ft- Ally  1-1-methy  1-ft-  (1-methy  1-2-pen  tynyl)  barbi¬ 
turic  add. 

ft-(2-Bromoallyl)-Msopropyl-l-methylbarbl- 
turlc  add. 

ft-(2-Bromoa]lyl)-t-(l-methylbatyI)-barbiturlc 
acid. 


ft-*«e-Butyl-fi-(2-bromoaIlyl) -barbituric  add... 


ft-(l-Cyclob«pten-l-yl)-ft-athylberblturic  sold. 
t.ft-Dlally  lbar  biturlc  add _ 


ft,ft-Dietbylbarbiturlcadd _ _ 


ft.ft-DlethyU-metbylbarbltuiio  add.. 


Allylbarblturic  add _ 

AUyllsobutylbarbiturlc  add. 


Aprobsrbltal . . 

AUylisopropylbarblturlc  acid. 
Allyllsopropylmalonylurea. 


Secobarbital  sodium... . 

Soluble  secobarbital _ 

Sodium  thlamylal _ 

Sodium  metbobexltsl.  . 


0-Bromoallyl  rec-amylbarbiturlc 
add. 


Butallylonal. 


Heptabofbltsl . 

DlaUyl  barbituric  add. 


Barbital _ 

Barbltone. 

Diethylbarbltnrlc  add. 
Dlethylmalonylures. 


Metharbttal. 


Some  trade  or  other  names  of 
chemical  derivative  or  its 
salts' 


Lotusate. 

Cyclopal. 

Cydopen. 

SandoptaL 


Alurate. 

Numal. 

Narconnmal. 
Seconal  Sodium. 
Evronal  Sodlunu 
Surital  Sodium. 
B  re  vital  Sodium. 


Eunarcon. 


Slgmodal. 

Rectldon. 

R238. 

Pernoston. 

Pemocton. 

Medomln. 

Dial. 

Allobarbltal. 
AUo  barbltone. 
Curral. 
Dladol. 

Debs. 

Dormonal. 

g»ne’ 

Medlnal. 

Sedeval. 

Veronal. 

Uronal. 

VesporsL 

Qemonil. 


Boo  footnote  at  end  of  table. 
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PARENT  SUBSTANCE— BARBITURIC  ACID— Con  tinned 


Chemical  description  of  derivative 


1 , 6- D  i  m  e  t  h  y  1  -  5- ( 1  -  cy  olohexenyl) -barbituric 
acid. 


6, 8-Dipropylbarbiturtc  acid _ 

8  Ethyl-6-butylbarblturlc  acid. 


8-Ethyl-8-»«c-butylbarblturlc  acid _ 

6-Ethyl-8-(l-cyclohexenyl)-barbiturlc  acid _ 


a-Ethyl-5-cyclopentenyl-barblturlc  acid . 
8-Ethyl-S-bexylbarblturic  add _ 


5-Ethyi-6-isoamylbarbiturlc  add . . 

S-Etbyl-Vlsopropylbarblturlc  add _ 

8-Ethyl-S-(l-methylbutyl)-barblturlcacid. 


j  •  E  t  b  y  1  -  8-  ( 1  -  me  tb  >  I  butyl)  -2-thlobar  bitur  ic 

add. 


8-Ethyl-S-(l-methyl-l-butenyl)-barbituric  add. 
8  Ethyl-S-phenylbarbituric  add _ .... 


S-Ethyl-5-phenyl-l-methylbarbituric  add. 


>Ethyl-8-(l-plperidyI)-barblturic  add _ 

5-Isopropy 1-6-  ( 2-b win oallyl) -barbituric  add . .. 

5-(l-Methylbutyl)  -8-[2-  (methylthlo)ethyfl  -2 
thioberblturlc  add. 


'  Methyi-8-pbeny {barbituric  add. 


A U  lithium,  sodium,  potassium,  magnesium, 
calolum,  strontium,  and  ammonium  salts 
of  the  foregoing  ohemloal  derivatives  of 
barbituric  add. 


Common  or  official  name  of 
chemical  derivative  or  its  salts 


Hexobarbltal  sodium . 


Dipropylbarblturlc  add. 


Butethal _ 

Buto  barbital. 


Buta barbital  sodium. 
Cyclobarbital _ 


Hexetbal  sodium. 


Amobarbltal. 
Pro  barbital.. 


Pentobarbital  sodium.. 
Soluble  pentobarbital. 


Thiopental  sodium... 
Thiopentone  sodium. 


Vln  barbital. 


Phenobarbltal - 

Pbenobarbltone. 

Pbenyletbylmalonylurea. 


Mepbobarbttal. 


Propallylonal... _ 

Methltural  (sodium  salt) . 


Pbenylmetbylbarblturlc  add. 


Some  trade  or  other  names  of 
chemical  derivative  or  its 
salts' 


Cyclonal  Sodium. 
Dorloo  Soluble. 

Evlpal  Sodium. 

Evipan  Sodium. 
Hexanastab. 
Hexobarbltone  Sodium] 
Methenexyl  Sodium. 


Proponal. 


Etoval. 

Neonal  Butobarbltab 
SoneryL 


Butlsol  Sodium. 


Cyclobarbltone. 

Namuron. 

Pallnum. 

Phanodorm. 

Phanodom. 

Te  t  rah  y  drophenobarblt  aL 


Pentenal. 


Hebaral. 

Ortal  Sodium; 


Amytal] 


Ipral; 


844. 

Embutal. 

Nembutal. 

Napetbal 

Pentyl. 


In  travel  Sodium. 
Nesdonal  Sodium.. 
Pentothal  Sodium 
Thlotba!  Sodium. 


Delvlnal  Sodium. 


Barbenyl. 

Barblphenyl. 

Dormlral. 

Euneryl. 

Gardenal. 

Luminal. 

Nunol. 

NeOrobarb. 

Phenonyl. 


Somon 


Mebaral. 

Phemltone. 

Promlnal. 

Eldoral. 


NoctaL 

Nostal. 

Methloturlate. 

Neraval. 

Thiogenal. 


Ru  tonal. 


Bee  footnote  at  end  of  table. 
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PARENT  SUBSTANCE— BROMAL 


Chemical  description  of  derivative 

Common  or  official  name  of 
chemical  derivative  or  its  salts 

Some  trade  or  other  names  of 
chemical  derivative  or  Its 
salts' 

Tribromoaoetaldehyde  hydrate - - 

Bromal  hydrate . . . 

* 

2-(  Tribromomethy  1)  -2-propanol. . — 

Trlbromo-/«r(-butyl  aloohol _ 

Acetone-Bromoform. 

Brometone. 

PARENT  SUBSTANCE— CANNABIS  (MARIHUANA) 


Extract  of  cannabis . . 

Fluid  extract  of  cannabis. 

Tincture  of  cannabis. 

PARENT  SUBSTANCE— CARBROMAL 


Abas  in. 

Acetyl  Adalin. 

N  -  Acetyl  ■  N  •  bromodiethyL 
acetylurea. 

N  -  Acetyl  -N'  -a-  bromo  -  ®- 
ethylbutyryl  carbamide. 

a  -  Bromo  -  0  ■  dimethyl  -  pro- 
panoylurea: 

Bromural. 

Bromvaletone. 

Brovalurea. 

B.  V.  U. 

Dormigene. 

Isobromyl. 

2-M  onobromoiso  valery  lurea; 
Pivadorm. 

Uvaleral. 

Allyl  -  isopropyl  -  acetyl  •  car¬ 
bamide. 

(2-  Isopropyl-  4-  pentenoyl)- 
urea. 

Sedormld. 

PARENT  SUBSTANCE— CHLORAL 


2,2,2-Trichloro-l,l-ethanedlol. 
Trlchloroethylidene  glycol. 

Chloral  hydrate. 

N-(A-Trichloro-a-hydroiyetbyl)  -formamide . . 

a-  (d-tricb  loro-a-h  ydroxy  ethyl)  -  H-glucoslde _ _ 

J-(Trichloromethyl) -2- propanol... . 

Chloralamlde. 

Chloramlde. 

A-D-Olucochloralose. 

Anhydro-Qlucochloral. 

Qlucochloral. 

Chloralosone. 

Acetone  chloroform. 
Chloretone. 

Methaform. 

Sedaform. 

l,l,l-trichloro-2-methyl-2-pro- 

panol. 

0,0  ,0-trlchloro-fcrt-butyl  alcohe* 

Chlorbutanol . 

Chlorbutol. 

Chlorobutanol. 

PARENT  SUBSTANCE— COCAINE 

AU  salts  of  oocalne  obtained  by  combining 
cocaine  with  any  acid. 

Cocainium  chloride. 

See  footnote  at  end  of  table. 
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PARENT  SUBSTANCE— CODEINE 


Chemical  description  of  derivative 

Common  or  official  name  of 
chemical  derivative  or  its  salts 

Some  trade  or  other  names  of 
chemical  derivative  of  Its 
salts.1 

Dicodld. 

Oxycodone  hydrochloride. 
14-hydroxydlhydrocodeinonej 

All  salts  of  the  foregoing  chemical  derivatives 
of  codeine  obtained  by  combining  any  such 
.  derivative  of  codeine  with  any  acid. 

PARENT  SUBSTANCE— HEROIN 


heroin  with  any  acid. 

PARENT  SUBSTANCE— MORPHINE 

Dlhydromorphlnone  hydrochlo¬ 
ride. 

Dihydromorphinonlum  chloride... 

Ethylmorphtne  hydrochloride . 

Dilaudld. 

Dlmorphone. 

Hydromorphone  hydrochloride. 

Dlonln. 

All  salts  of  the  foregoing  chemical  derivatives 
of  morphine  and  all  salts  of  morphine  ob¬ 
tained  by  combining  any  such  derivative 
or  morphine  with  any  acid. 

Ethylmorphlnlum  chloride. 

PARENT  SUBSTANCE-OPIUM 


Extract  of  opium _ 

Fluldextract  of  opium . 

Camphorated  opium  tincture. 
Deodorized  opium  tincture. 
Laudanum. 

Opium  tincture. 

Paregoric. 

Tincture  of  opium. 


PARENT  SUBSTANCE— PARALDEHYDE 


PARENT  8UBSTANCE— SULFONMETHANE 


Dlethylsulfonmethylethyl- 

methane. 

Ethylsulfonal. 

2,2-Wx-f  E  thy  lsulfony  1)  -butane; 
Methylsufonal. 
Sulfonethlylmethanum. 
Trlonal. 

Sulfondlet.hylmethane  .  ... 

>  This  Ust  of  trade  or  other  names  Is  not  a  complete  list  of  the  many  proprietary  names  under  vhich  the  designated 
habit-forming  chemical  derivatives  are  distributed. 

>  The  name  “butalbltal"  Is  obsolete  for  this  compound;  “butalbltal”  Is  the  nonproprietary  name  assigned  by  the 
United  States  Adopted  Name  Council  and  the  World  Health  Organisation  for  6-allyM-isobutylbarblturio  acid. 


(Sec.  502,  52  Stat.  1050,  as  amended;  (21  U.S.C.  352) 
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Subpart  B — Labeling 

§  329.10  Labeling  requirements  for 

habit-forming  drugs. 

(a)  (1)  The  name  of  a  substance  or 
derivative  required  to  be  borne  on  the 
label  of  a  drug  by  section  502(d)  of  the 
act  ah  all  be  the  common  or  usual  name  of 
such  substance  or  derivative,  unless  It  Is 
designated  solely  by  a  name  recognized 
In  an  official  compendium  and  such  des¬ 
ignation  complies  with  the  provisions  of 
section  502(c). 

(2)  A  statement  on  the  label  of  a  drug 
of  the  name  of  a  constituent,  which  con¬ 
stituent  is  a  chemical  derivative  of  a  sub¬ 
stance  named  In  section  502(d)  of  the 
act,  shall  show  the  substance  from  which 
such  constituent  Is  derived  and  that 
such  constituent  Is  a  derivative  thereof. 

(b)  If  the  drug  is  In  tablet,  capsule, 
ampul,  or  other  unit  form,  the  statement 
of  the  quantity  or  proportion  of  such 
substance  or  derivative  contained  there¬ 
in  shall  express  the  weight  or  measure 
of  such  substance  or  derivative  In  each 
such  unit.  If  the  drug  Is  not  In  such 
unit  form  the  statement  shall  express 
the  weight  or  measure  of  such  substance 
or  derivative  In  a  specified  unit  of  weight 
or  measure  of  the  drug.  Such  statement 
nhaii  be  In  terms  which  are  Informative 
to  the  ordinary  consumer  and  user  of  the 
drug. 

(c)  The  names  and  quantities  or  pro¬ 
portions  of  all  such  substances  and  de¬ 
rivatives,  and  the  statement  “Warning — 
May  be  habit  forming”,  shall  Immedi¬ 
ately  follow  (without  Intervening  writ¬ 
ten.  printed,  or  graphic  matter)  the 
name  by  which  such  drug  is  titled  In  the 
part  or  panel  of  the  label  thereof  which 
is  presented  or  displayed  under  custom¬ 
ary  conditions  of  purchase. 

(d)  A  drug  shall  not  be  considered  to 
be  misbranded  by  reason  of  failure  of  Its 
label  to  bear  the  statement  “Warning — 
May  be  habit  forming”: 

(1)  If  such  drug  Is  not  suitable  for  in¬ 
ternal  use,  and  Is  distributed  and  sold 
exclusively  for  such  external  use  as  In¬ 
volves  no  possibility  of  habit  formation; 
or 

(2)  If  the  only  substance  or  derivative 
subject  to  section  502(d)  of  the  act  con¬ 
tained  In  such  drug  Is  chlorobutanol, 
which  Is  present  solely  as  a  preservative 
and  In  a  quantity  not  more  than  0.5  per¬ 
cent  by  weight,  and  such  drug  Is  for 
parenteral  use  only;  or 

(3)  If  the  only  substance  or  derivative 
subject  to  section  502(d)  of  the  act 
contained  In  such  drug  Is  chlorobutanol 
which  Is  present  as  an  analgesic  or  as  an 
analgesic  and  a  preservative  In  a  quan¬ 
tity  not  more  than  3.0  percent,  and  such* 
drug  contains  one  or  more  other  active 
Ingredients  and  Is  for  parenteral  use 
only. 

Cross  Rxjtrxncx:  For  the  Sp&nlsh-lan- 
guage  version  of  the  required  labeling  state¬ 
ment,  see  1 1.108  of  this  chapter. 

Subpart  C — Exemptions 


of  the  public  health  with  respect  to 
the  following  drugs  subject  to  section 
502(d) : 

(a)  The  following  exempt  narcotic 
preparations: 

(1)  Pharmaceutical  preparations  con¬ 
taining  not  more  than  100  milligrams  of 
opium  per  100  milliliters  or  per  100 
grams. 

(2)  Pharmaceutical  preparations  con¬ 
taining  not  more  than  16.2  milligrams 
(V4  grain)  morphine,  or  any  of  Its  salts, 
per  20.5729  cubic  centimeters  (1  fluid 
ounce)  or  per  28.3  grams  (1  avoirdupois 
ounce) ; 

(3)  Pharmaceutical  preparations  con¬ 
taining  not  more  than  64.8  milligrams 
(1  grain)  codeine,  or  any  of  its  salts, 
per  29.5729  cubic  centimeters  (1  fluid 
ounce)  or  per  28.3  grams  (1  avoirdupois 
ounce) ; 

(4)  Pharmaceutical  preparations  con¬ 
taining  not  more  than  32.4  milligrams 
(Ms  grain)  dihydrocodeine,  or  any  of  its 
salts,  per  29.5729  cubic  centimeters  (1 
fluid  ounce)  or  per  28.3  grams  (1  avoir¬ 
dupois  ounce) ; 

(5)  Pharmaceutical  preparations  con¬ 
taining  not  more  than  16.2  milligrams 
<%  grain)  ethylmorphine,  or  any  of  Its 
salts,  per  29.5729  cubic  centimeters  (1 
fluid  ounce)  or  per  28.3  grams  (1  avoir¬ 
dupois  ounce) ; 

Provided,  That  the  preparations  de¬ 
scribed  In  this  paragraph  contain  one 
or  more  nonnarcotic  active  medicinal 
ingredients  In  sufficient  proportion  to 
confer  upon  the  preparation  valuable 
medicinal  qualities  other  than  those 
possessed  by  the  narcotic  drug  alone. 

(b)  Drugs  containing  chlorobutanol, 
Intended  for  external  use  only. 

(c)  Epinephrine  solution,  1  percent, 
preserved  with  chlorobutanol  and  in¬ 
tended  for  use  solely  as  a  spray. 

(d)  Combination  drugs  listed  In  §  166.8 

(a)  of  this  chapter  as  exempted  from 
section  511  of  the  act. 


PART  330— OVER-THE-COUNTER  (OTC) 
HUMAN  DRUGS  WHICH  ARE  GENER¬ 
ALLY  RECOGNIZED  AS  SAFE  AND  EF¬ 
FECTIVE  AND  NOT  MISBRANDED 

Subpart  A — General  Provisions 

Sec. 

330.1  General  conditions  for  general  recog¬ 
nition  as  safe,  effective  and  not 
misbranded. 

330.5  Drug  categories. 

Subpart  B — Administrative  Procedures 

330.10  Procedures  for  classifying  OTC  drugs 

as  generally  recognized  as  safe  and 
effective  and  not  misbranded,  and 
for  establishing  monographs. 

330.11  NDA  deviations  from  applicable 

monograph. 

330.12  Status  of  over-the-counter  (OTC) 

drugs  previously  reviewed  under 
the  Drug  Efficacy  Study  (DESI). 

Authority:  Secs.  502,  503,  505,  601,  62 
Stat.  1051,  1052,  1053,  1055,  as  amended  (21 
U.S.C.  35,  353,  355,  371)  (5  U.S.C.  654),  unless 
otherwise  noted. 


§  329.20  Exemption  of  certain  habit- 

forming  drugs  from  prescription 
requirements. 

The  prescription-dispensing  require¬ 
ments  of  section  503(b)(1)(A)  of  the 
act  are  not  necessary  for  the  protection 


Subpart  A — General  Provisions 

§  330.1  General  conditions  for  general 
recognition  as  safe,  effective  and  not 
misbranded. 

An  over-the-counter  (OTC)  drug 
listed  in  this  subchapter  Is  generally  rec¬ 


ognized  as  safe  and  effective  and  is  not 
misbranded  if  It  meets  each  of  the  con¬ 
ditions  contained  in  this  part  and 
each  of  the  conditions  contained  in  any 
applicable  monograph.  Any  product 
which  fails  to  conform  to  each  of  the 
conditions  contained  in  this  part  and 
in  an  applicable  monograph  is  liable  to 
regulatory  action. 

(a)  The  product  is  manufactured  in 
compliance  with  current  good  manufac¬ 
turing  practices,  as  established  by  Part 
133  of  this  chapter. 

(b)  The  establishment (s)  in  which  the 
drug  product  is  manufactured  is  regis¬ 
tered,  and  the  drug  product  is  listed,  in 
compliance  with  Part  132  of  this  chapter. 
It  is  requested  but  not  required  that  the 
number  assigned  to  the  product  pursu¬ 
ant  to  Part  132  of  this  chapter  appear 
on  all  drug  labels  and  in  all  drug  labeling. 
If  this  number  is  used,  it  shall  be  placed 
in  the  manner  set  forth  in  Part  132  of 
this  chapter. 

(c)  The  product  is  labeled  in  compli¬ 
ance  with  Chapter  V  of  the  act  and 
§  1.100  et  seq.  of  this  chapter.  For  pur¬ 
poses  of  §  1.102a(b)  of  this  chapter,  the 
statement  of  identity  of  the  product 
shall  be  the  term  or  phrase  used  in  the 
applicable  monograph  established  in  this 
part. 

(d)  The  advertising  for  the  product 
prescribes,  recommends,  or  suggests  its 
use  only  under  the  conditions  stated  in 
the  labeling. 

(e)  The  product  contains  only  suitable 
inactive  ingredients  which  are  safe  in 
the  amounts  administered  and  do  not 
interfere  with  the  effectiveness  of  the 
preparation  or  with  suitable  tests  or 
assays  to  determine  if  the  product  meets 
its  professed  standards  of  identity, 
strength,  quality,  and  purity.  Color  addi¬ 
tives  may.  be  used  only  in  accordance 
with  section  706  of  the  act  and  Parts  8 
and  9  of  this  chapter, 

(f)  The  product  container  and  con¬ 
tainer  components  meet  the  require¬ 
ments  of  5  133.9  of  this  chapter. 

(g)  The  labeling  contains  the  general 
warning:  “Keep  this  and  all  drugs  out 
of  the  reach  of  children.  In  case  of  acci¬ 
dental  overdose,  contact  a  physician 
immediately.”  The  Food  and  Drug  Ad¬ 
ministration  will  grant  an  exemption 
from  this  general  warning  where  appro¬ 
priate  upon  petition. 

(h)  Where  no  maximum  daily  dosage 
limit  for  an  active  ingredient  is  estab¬ 
lished  in  this  part,  it  is  used  in  a  product 
at  a  level  that  does  not  exceed  the 
amount  reasonably  required  to  achieve 
its  intended  effect. 

(i)  The  labeling  for  any  drug  for  which 
an  applicable  monograph  requires  a  drug 
interaction  warning  contains  the  follow¬ 
ing  warning:  “Warning:  Do  not  take  this 
product  concurrently  with  a  prescription 
drug  except  on  the  advice  of  a  physician.” 

( j )  It  is  recommended  that  the  labeling 
of  the  product  contain  the  quantitative 
amount  of  each  active  ingredient,  ex¬ 
pressed  in  terms  of  the  dosage  unit  stated 
in  the  directions  for  use  (e.g.,  tablet, 
teaspoonful). 

§  330.3  Drug  categories. 

Monographs  promulgated  pursuant  to 
the  provisions  of  this  part  shall  be  es- 
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tablished  in  this  Part  330  and  following 
parts  and  shall  cover  the  following  desig¬ 
nated  categories: 

(a)  Antacids. 

(b)  Laxatives. 

(c)  Antidiarrheal  products. 

(d)  Emetics. 

(e)  Antiemetics. 

(f)  Antiperspirants. 

(g)  Sunburn  prevention  and  treat¬ 
ment  products. 

(h)  Vitamin-mineral  products. 

(i)  Antimicrobial  products. 

(j)  Dandruff  products. 

(k)  Oral  hygiene  aids. 

(l)  Hemorrhoidal  products. 

(m)  Hematinics. 

(n)  Bronchodilator  and  antiasthmatic 
products. 

(o)  Analgesics. 

(p)  Sedatives  and  sleep  aids. 

(q)  Stimulants. 

(r)  Antitussives. 

(s)  Allergy  treatment  products. 

(t)  Cold  remedies. 

(u)  Antirheumatic  products. 

(v)  Ophthalmic  products. 

(w)  Contraceptive  products. 

(x)  Miscellaneous  dermatologic  prod¬ 
ucts. 

(y)  Dentifrices  and  dental  products 
such  as  analgesics,  antiseptics,  etc. 

(z)  Miscellaneous  (all  other  OTC 
drugs  not  falling  within  one  of  the  above 
therapeutic  categories) . 

Subpart  B — Administrative  Procedures 

§  330.10  Procedures  for  classifying  OTC 
drugs  as  generally  recognized  as  safe 
and  effective  and  not  misbranded, 
and  for  establishing  monographs. 

Por  purposes  of  classifying  over-the- 
counter  (OTC)  drugs  as  drugs  generally 
recognized  among  qualified  experts  as 
safe  and  effective  for  use  and  as  not  mis¬ 
branded  drugs,  the  following  regulations 
shall  apply: 

(a)  Procedure  for  establishing  OTC 
drug  monographs — (1)  Advisory  review 
panels.  The  Commissioner  shall  appoint 
advisory  review  panels  of  qualified  ex¬ 
perts  to  evaluate  the  safety  and  effec¬ 
tiveness  of  OTC  drugs,  to  review  OTC 
drug  labeling,  and  to  advise  him  on  the 
promulgation  of  monographs  establish¬ 
ing  conditions  under  which  OTC  drugs 
are  generally  recognized  as  safe  and  ef¬ 
fective  and  not  misbranded.  A  single  ad¬ 
visory  review  panel  shall  be  established 
for  each  designated  category  of  OTC 
drugs  and  every  OTC  drug  category  will 
be  considered  by  a  panel.  The  members 
of  a  panel  shall  be  qualified  experts  (ap¬ 
pointed  by  the  Commissioner)  and  may 
include  persons  from  lists  submitted  by 
organizations  representing  professional, 
consumer,  and  industry  interests.  The 
Commissioner  shall  designate  the  chair¬ 
man  of  each  panel.  Summary  minutes 
of  all  meetings  shall  be  made. 

(2)  Request  for  data  and  views.  The 
Commissioner  will  publish  a  notice  in 
the  Federal  Register  requesting  inter¬ 
ested  persons  to  submit,  for  review  and 
evaluation  by  an  advisory  review  panel, 
published  and  unpublished  data  and 
Information  pertinent  to  a  designated 
category  of  OTC  drugs.  Data  and  infor¬ 


mation  submitted  pursuant  to  a  pub¬ 
lished  notice,  and  falling  within  the  con¬ 
fidentiality  provisions  of  18  U.S.C.  1905, 

5  U.S.C.  552(b),  or  21  U.S.C.  331  (J),  shall 
be  handled  by  the  advisory  review  panel 
and  the  Food  and  Drug  Administration 
as  confidential  until  publication  of  a  pro¬ 
posed  monograph  and  the  full  report(s) 
of  the  panel.  Thirty  days  thereafter  such 
data  and  information  shall  be  made 
publicly  available  and  may  be  viewed  at 
the  office  of  the  Hearing  Clerk  of  the 
Food  and  Drug  Administration,  except  to 
the  extent  that  the  person  submitting  it 
demonstrates  that  it  still  falls  within 
the  confidentiality  provisions  of  one  or 
more  of  those  statutes.  To  be  considered, 
eight  copies  of  the  data  and/or  views  on 
any  marketed  drug  within  the  class  must 
be  submitted,  preferably  bound,  indexed, 
and  on  standard  sized  paper  (approxi¬ 
mately  8 Vz  x  11  inches) .  When  requested, 
abbreviated  submissions  should  be  sent. 
All  submissions  must  be  in  the  following 
format: 

OTC  Drug  Review  Information 

I.  Label (s)  and  aU  labeling  (preferably 
mounted  and  filed  with  the  other  data — 
facsimile  labeling  Is  acceptable  In  lieu  of 
actual  container  labeUng). 

II.  A  statement  setting  forth  the  quanti¬ 
ties  of  active  Ingredients  of  the  drug. 

III.  Animal  safety  data. 

A.  Individual  active  components. 

1.  Controlled  studies. 

2.  Partially  controlled  or  uncontrolled 
studies. 

B.  Combinations  of  the  Individual  active 
components. 

1.  Controlled  studies. 

2.  Partially  controlled  or  uncontrolled 
studies. 

C.  Finished  drug  product. 

1.  Controlled  studies. 

2.  Partially  controlled  or  uncontrolled 
studies. 

IV.  Human  safety  data. 

A.  Individual  active  components. 

1.  Controlled  studies. 

2.  Partially  controlled  or  uncontrolled 
studies. 

3.  Documented  case  reports. 

4.  Pertinent  marketing  experiences  that 
may  Influence  a  determination  as  to  the 
safety  of  each  Individual  active  component. 

5.  Pertinent  medical  and  scientific  litera¬ 
ture. 

B.  Combinations  of  the  Individual  active 
components. 

1.  Controlled  studies. 

2.  Partially  controlled  or  uncontrolled 
studies. 

3.  Documented  case  reports. 

4.  Pertinent  marketing  experiences  that 
may  Influence  a  determination  as  to  the 
safety  of  combinations  of  the  Individual 
active  components. 

5.  Pertinent  medical  and  scientific  litera¬ 
ture. 

C.  Finished  drug  product. 

1.  Controlled  studies. 

2.  Partially  controlled  or  uncontrolled 
studies. 

3.  Documented  case  reports. 

4.  Pertinent  marketing  experiences  that 
may  Influence  a  determination  as  to  the 
safety  of  the  finished  drug  product. 

5.  Pertinent  medical  and  scientific  litera¬ 
ture. 

V.  Efficacy  data. 

A.  Individual  active  components. 

1.  Controlled  studies. 

2.  Partially  controlled  or  uncontrolled 
studies. 


3.  Documented  case  reports. 

4.  Pertinent  marketing  experiences  that 
may  Influence  a  determination  on  the  efficacy 
of  each  Individual  active  component. 

5.  Pertinent  medical  and  scientific  litera¬ 
ture. 

B.  Combinations  of  the  individual  active 
components. 

X.  Controlled  studies. 

2.  Partially  controlled  or  uncontrolled 
studies. 

3.  Documented  case  reports. 

4.  Pertinent  marketing  experiences  that 
may  Influence  a  determination  on  the  effi¬ 
cacy  of  combinations  of  the  Individual  active 
components. 

5.  Pertinent  medical  and  scientific  litera¬ 
ture. 

C.  Finished  drug  product. 

1.  Controlled  studies. 

2.  Partially  controlled  or  uncontrolled 
studies. 

3.  Documented  case  reports. 

4.  Pertinent  marketing  experiences  that 
may  Influence  a  determination  on  the  efficacy 
of  the  finished  drug  product. 

5.  Pertinent  medical  and  scientific  litera¬ 
ture . 

VI.  A  summary  of  the  data  and  views  set¬ 
ting  forth  the  medical  rationale  and  purpose 
(or  lack  thereof)  for  the  drug  and  Its  Ingredi¬ 
ents  and  the  scientific  basis  (or  lack  there¬ 
of)  for  the  conclusion  that  the  drug  and  Its 
Ingredients  have  been  proven  safe  and  effec¬ 
tive  for  the  intended  use.  If  there  is  an  ab¬ 
sence  of  controlled  studies  In  the  material 
submitted,  an  explanation  as  to  why  such 
studies  are  not  considered  necessary  must 
be  Included. 

(3)  Deliberations  of  an  advisory  review 
panel.  An  advisory  review  panel  will 
meet  as  often  and  for  as  long  as  is  ap¬ 
propriate  to  review  the  data  submitted 
to  it  and  to  prepare  a  report  containing 
its  conclusions  and  recommendations  to 
the  Commissioner  with  respect  to  the 
safety  and  effectiveness  of  the  drugs  in  a 
designated  category  of  OTC  drugs.  A 
panel  may  consult  any  individual  or 
group.  Any  interested  person  may  re¬ 
quest  an  opportunity  to  present  oral 
views  to  the  panel;  such  request  may  be 
granted  or  denied  by  the  panel.  Such 
requests  for  oral  presentations  should  be 
in  written  form  including  a  summariza¬ 
tion  of  the  data  to  be  presented  to  the 
panel.  Any  interested  person  may  present 
written  data  and  views  which  shall  be 
considered  by  the  panel.  This  informa¬ 
tion  shall  be  presented  to  the  panel  in 
the  format  set  forth  in  paragraph(a)  (2) 
of  this  section  and  within  the  time 
period  established  for  the  drug  category 
in  the  notice  for  review  by  a  panel. 

(4)  Standards  for  safety,  effectiveness, 
and  labeling.  The  advisory  review  panel, 
in  reviewing  the  data  submitted  to  it  and 
preparing  its  conclusions  and  recom¬ 
mendations,  and  the  Commissioner,  in 
reviewing  the  conclusions  and  recom¬ 
mendations  of  the  panel  and  the  pub¬ 
lished  proposed,  tentative,  and  final 
monographs,  shall  apply  the  following 
standards  to  determine  general  recogni¬ 
tion  that  a  category  of  OTC  drugs  is  safe 
and  effective  and  not  misbranded: 

(i)  Safety  means  a  low  incidence  of 
adverse  reactions  or  significant  side  ef¬ 
fects  under  adequate  directions  for  use 
and  warnings  against  unsafe  use  as  well 
as  low  potential  for  harm  which  may 
result  from  abuse  under  conditions  of 
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widespread  availability.  Proof  of  safety 
shall  consist  of  adequate  tests  by  meth¬ 
ods  reasonably  applicable  to  show  the 
drug  is  safe  under  the  prescribed,  recom¬ 
mended,  or  suggested  conditions  of  use. 
This  proof  shall  include  results  of  signif¬ 
icant  human  experience  during  market¬ 
ing.  General  recognition  of  safety  shall 
ordinarily  be  based  upon  published 
studies  which  may  be  corroborated  by 
unpublished  studies  and  other  data. 

(ii)  Effectiveness  means  a  reasonable 
expectation  that,  in  a  significant  propor¬ 
tion  of  the  target  population,  the  phar¬ 
macological  effect  of  the  drug,  when  used 
under  adequate  directions  for  use  and 
warnings  against  unsafe  use,  will  provide 
clinically  significant  relief  of  the  type 
claimed.  Proof  of  effectiveness  shall  con¬ 
sist  of  controlled  clinical  investigations 
as  defined  in  §  314.111(a)  (5)  (ii)  of  this 
chapter,  unless  this  requirement  is 
waived  on  the  basis  of  a  showing  that 
it  is  not  reasonably  applicable  to  the 
drug  or  essential  to  the  validity  of 
the  investigation  and  that  an  alter¬ 
native  method  of  Investigation  is 
adequate  to  substantiate  effectiveness. 
Investigations  may  be  corroborated  by 
partially  controlled  or  uncontrolled 
studies,  documented  clinical  studies  by 
qualified  experts,  and  reports  of  signif¬ 
icant  human  experience  during  market¬ 
ing.  Isolated  case  reports,  random  ex¬ 
perience,  and  reports  lacking  the  details 
which  permit  scientific  evaluation  will 
not  be  considered.  General  recognition 
of  effectiveness  shall  ordinarily  be  based 
upon  published  studies  which  may  be  cor¬ 
roborated  by  unpublished  studies  and 
other  data. 

(iii)  The  benefit-to-risk  ratio  of  a 
drug  shall  be  considered  in  determining 
safety  and  effectiveness. 

(iv)  An  OTC  drug  may  combine  two 
or  more  safe  and  effective  active  ingredi¬ 
ents  and  may  be  generally  recognized  as 
safe  and  effective  when  each  active  In¬ 
gredient  makes  a  contribution  to  the 
claimed  effect(s) ;  when  combining  of 
the  active  ingredients  does  not  decrease 
the  safety  or  effectiveness  of  any  of  the 
individual  active  ingredients;  and  when 
the  combination,  when  used  under  ade¬ 
quate  directions  for  use  and  warnings 
against  unsafe  use,  provides  rational  con¬ 
current  therapy  for  a  significant  propor¬ 
tion  of  the  target  population. 

(v)  Labeling  shall  be  clear  and  truth¬ 
ful  in  all  respects  and  may  not  be  false 
or  misleading  in  any  particular.  It  shall 
state  the  Intended  uses  and  results  of 
the  product;  adequate  directions  for 
proper  use;  and  warnings  against  unsafe 
use,  side  effects,  and  adverse  reactions 
in  such  terms  as  to  render  them  likely 
to  be  read  and  understood  by  the  ordi¬ 
nary  individual,  including  individuals  of 
low  comprehension,  under  customary 
conditions  of  purchase  and  use. 

(vl)  A  drug  shall  be  permitted  for 
OTC  sale  and  use  by  the  laity  unless, 
because  of  its  toxicity  or  other  potential 
for  harmful  effect  or  because  of  the 
method  or  collateral  measures  necessary 
to  its  use,  it  may  safely  be  sold  and  used 
only  under  the  supervision  of  a  practi¬ 


tioner  licensed  by  law  to  administer  such 
drugs. 

(5)  Advisory  review  panel  report  to 
the  Commissioner.  An  advisory  review 
panel  shall  submit  to  the  Commissioner 
a  report  containing  its  conclusions  and 
recommendations  with  respect  to  the 
conditions  under  which  OTC  drugs  fall¬ 
ing  within  the  category  covered  by  the 
panel  are  generally  recognized  as  safe 
and  effective  and  not  misbranded.  In¬ 
cluded  within  this  report  shall  be: 

(1)  A  recommended  monograph  or 
monographs  covering  the  category  of 
OTC  drugs  and  establishing  conditions 
under  which  the  drugs  involved  are  gen¬ 
erally  recognized  as  safe  and  effective 
and  not  misbranded.  This  monograph 
may  include  any  conditions  relating  to 
active  ingredients,  labeling  indications, 
warnings  and  adequate  directions  for 
use,  prescription  ox  OTC  status,  and  any 
other  conditions  necessary  and  appro¬ 
priate  for  the  safety  and  effectiveness  of 
drugs  covered  by  the  monograph. 

(ii)  A  statement  of  all  active  ingredi¬ 
ents,  labeling  claims  or  other  statements, 
or  other  conditions  reviewed  and  ex¬ 
cluded  from  the  monograph  on  the  basis 
of  the  panel’s  determination  that  they 
would  result  in  the  drug’s  not  being  gen¬ 
erally  recognized  as  safe  and  effective  or 
would  result  in  misbranding. 

(ill)  A  statement  of  all  active  ingre¬ 
dients,  labeling  claims  or  other  state¬ 
ments.  or  other  conditions  reviewed  and 
excluded  from  the  monograph  on  the 
basis  of  the  panel's  determination  that 
the  available  data  are  Insufficient  to 
classify  such  condition  under  either  par¬ 
agraph  (a)  (5)  (i)  or  (ii)  of  this  section 
and  for  which  further  testing  is  there¬ 
fore  required.  The  report  may  recom¬ 
mend  the  type  of  further  testing  re¬ 
quired  and  the  time  period  within  which 
it  might  reasonably  be  concluded. 

(0)  Proposed  monograph.  After  re¬ 
viewing  the  conclusions  and  recommen¬ 
dations  of  the  advisory  review  panel, 
the  Commissioner  shall  publish  in  the 
Federal  Register  a  proposed  order 
containing: 

(i)  A  monograph  or  monographs  es¬ 
tablishing  conditions  under  which  a 
category  of  OTC  drugs  is  generally  rec¬ 
ognized  as  safe  and  effective  and  not 
misbranded. 

(ii)  A  statement  of  the  conditions  ex¬ 
cluded  from  the  monograph  on  the  basis 
of  the  Commissioner’s  determination 
that  they  would  result  in  the  drug’s  not 
being  generally  recognized  as  safe  and 
effective  or  would  result  in  misbranding. 

(iii)  A  statement  of  the  conditions 
excluded  from  the  monograph  on  the 
basis  of  the  Commissioner’s  determina¬ 
tion  that  the  available  data  are  insuffi¬ 
cient  to  classify  such  conditions  under 
either  paragraph  (a)  (6)  (i)  or  (ii)  of 
this  section. 

(iv)  The  full  report(s)  of  the  panel 
to  the  Commissioner. 

The  proposed  order  shall  specify  a  rea¬ 
sonable  period  of  time  within  which  con¬ 
ditions  falling  within  paragraph  (a)  (6) 
(ill)  of  this  section  may  be  continued  in 
marketed  products  while  the  data  neces¬ 
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sary  to  support  them  are  being  obtained 
for  evaluation  by  the  Food  and  Drug  Ad¬ 
ministration.  The  summary  minutes  of 
the  panel  meetings  shall  be  made  avail¬ 
able  to  Interested  persons  upon  request. 
Any  Interested  person  may,  within  60 
days  after  publication  of  the  proposed 
order  in  the  Federal  Register,  file  with 
the  Hearing  Clerk  of  the  Food  and  Drug 
Administration  written  comments  in 
quintuplicate.  Comments  may  be  accom¬ 
panied  by  a  memorandum  or  brief  In 
support  thereof.  All  comments  may  be 
reviewed  at  the  office  of  the  Hearing 
Clerk  during  regular  working  hours, 
Monday  through  Friday.  Within  30  days 
after  the  final  day  for  submission  of 
comments,  reply  comments  may  be  filed 
with  the  Hearing  Clerk;  these  comments 
shall  be  utilized  to  reply  to  comments 
made  by  other  interested  persons  and  not 
to  reiterate  a  position.  The  Commissioner 
may  satisfy  this  requirement  by  publish¬ 
ing  in  the  Federal  Register  a  proposed 
order  summarizing  the  full  report  of  the 
advisory  review  panel,  containing  its 
conclusions  and  recommendations,  to  ob¬ 
tain  full  public  comment  before  under¬ 
taking  his  own  evaluation  and  decision 
on  the  matters  involved. 

(7)  Tentative  final  monograph.  After 
reviewing  all  comments  and  reply  com¬ 
ments,  the  Commissioner  shall  publish  in 
the  Federal  Register  a  tentative  order 
containing  a  monograph  establishing 
conditions  under  which  a  category  of 
OTC  drugs  is  generally  recognized  as  safe 
and  effective  and  not  misbranded. 
Within  30  days,  any  interested  party  may 
file  with  the  Hearing  Clerk  of  the  Food 
and  Drug  Administration  written  objec¬ 
tions  specifying  with  particularity  the 
omissions  or  additions  requested.  These 
objections  are  to  be  supported  by  a  brief 
statement  of  the  grounds  therefor.  A 
request  for  an  oral  hearing  may  accom¬ 
pany  such  objections. 

(8)  Oral  hearing  before  the  Commis¬ 
sioner.  After  reviewing  objections  filed  in 
response  to  the  tentative  final  mono¬ 
graph,  the  Commissioner,  if  he  finds  rea¬ 
sonable  grounds  in  support  thereof,  shall 
by  notice  in  the  Federal  Register  sched¬ 
ule  an  oral  hearing.  The  notice  schedul¬ 
ing  an  oral  hearing  shall  specify  the 
length  of  the  hearing  and  how  the  time 
shall  be  divided  among  the  parties  re¬ 
questing  the  hearing.  The  hearing  shall 
be  conducted  by  the  Commissioner  and 
may  not  be  delegated. 

(9)  Final  monograph.  After  reviewing 
the  objections  and  considering  the  argu¬ 
ments  made  at  any  oral  hearing,  the 
Commissioner  shall  publish  in  the  Fed¬ 
eral  Register  a  final  order  containing 
a  monograph  establishing  conditions 
under  which  a  category  of  OTC  drugs 
Is  generally  recognized  as  safe  and  ef¬ 
fective  and  not  misbranded.  The  mono¬ 
graph  shall  become  effective  as  specified 
In  the  order. 

(10)  Court  appeal.  The  monograph 
contained  in  the  final  order  constitutes 
final  agency  action  from  which  appeal 
lies  to  the  courts.  The  Food  and  Drug 
Administration  will  request  consolidation 
of  all  appeals  in  a  single  court.  Upon 
court  appeal,  the  Commissioner  may,  at 
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his  discretion,  stay  the  effective  date  for 
part  or  all  of  the  monograph  pending 
appeal  and  final  court  adjudication. 

(11)  Amendment  of  monographs.  The 
Commissioner  may  propose  on  his  own 
Initiative  to  amend  or  repeal  any 
monograph  established  pursuant  to  this 
section.  Any  interested  person  may  peti¬ 
tion  the  Commissioner  for  such  proposal. 

A  petition  shall  set  forth  the  action  re¬ 
quested  and  a  detailed  statement  of  the 
grounds  in  support  of  such  action.  After 
review  of  a  petition,  the  Commissioner 
may  deny  the  petition  if  he  finds  a  lack 
of  safety  or  effectiveness  employing  the 
standards  in  paragraph  (a)  (4)  of  this 
section  (in  which  case  the  appeal 
provisions  of  paragraph  (a)  (10)  of  this 
section  shall  apply)  or  he  may  pub¬ 
lish  a  proposed  amendment  or  repeal  in 
the  Federal  Register  if  he  finds  general 
recognition  of  safety  and  effectiveness 
employing  the  standards  in  paragraph 
(a)  (4)  of  this  section  (in  which  case 
the  provisions  of  paragraph  (a)  (6), 
(7),  (8),  and  (9)  of  this  section  shall 
apply).  A  new-drug  application  may  be 
submitted  in  lieu  of  or  in  addition  to  a 
petition  under  this  paragraph. 

(b)  Regulatory  action.  Any  product 
which  fails  to  conform  to  an  applicable 
monograph  after  its  effective  date  is 
liable  to  regulatory  action. 

Effective  Date:  The  final  sentence  of 
S  330.10(a)  (6)  (iv)  becomes  effective  April  12, 
1974.  See  39  FR  9659,  March  13,  1974. 

§  330.11  ND.4  deviations  from  applica¬ 
ble  monographs. 

A  new-drug  application  requesting 
approval  of  an  OTC  drug  deviating  in 
any  respect  from  a  monograph  that  has 
become  final  shall  be  in  the  form  re¬ 
quired  by  §  314.1(a)(2)  of  this  chapter, 
but  shall  include  a  statement  that  the 
product  meets  all  conditions  of  the  ap¬ 
plicable  monograph  except  for  the  devia¬ 
tion  for  which  approval  is  requested  and 
may  omit  all  information  except  that 
pertinent  to  the  deviation. 

§  330.12  Status  of  over-the-counter 
(OTC)  drugs  previously  reviewed 
under  the  Drug  Efficacy  Study 
(DESI). 

(a)  There  were  420  OTC  drugs  re¬ 
viewed  in  the  Drug  Efficacy  Study  (a  re¬ 
view  of  drugs  introduced  to  the  market 
through  new  drug  procedures  between 
1938  and  1962) .  A  careful  review  has  been- 
made  of  the  reports  on  these  drugs  to 
determine  those  drugs  for  which  imple¬ 
mentation  may  be  deferred  without  sig¬ 
nificant  risk  to  the  public  health,  pend¬ 
ing  review  by  appropriate  OTC  drug  ad¬ 
visory  review  panels  and  promulgation 
of  a  monograph. 

(b)  On  and  after  April  20,  1972,  a 
number  of  notices  were  published  in  the 
Federal  Register  concerning  previously 
unpublished  OTC  drugs  reviewed  by  the 
National  Academy  of  Sclences-National 
Research  Council  Drug  Efficacy  Study 
Group.  Only  the  evaluations  and  com¬ 
ments  of  the  panels  were  published,  with 
no  conclusions  of  the  Commissioner  of 
Food  and  Drugs.  Those  publications  were 
for  the  purpose  of  giving  interested  per¬ 


sons  the  benefit  of  the  Academy’s  opin¬ 
ions.  For  those  products,  and  also  for 
OTC  drug  products  previously  published 
with  the  Commissioner’s  conclusions  (ex¬ 
cept  for  the  products  listed  in  paragraph 
(b)  (1)  and  (2)  of  this  section,  all  re¬ 
quests  for  data,  revised  labeling,  requests 
for  new  drug  applications,  abbreviated 
new  drug  applications,  updating  supple¬ 
ments,  data  to  support  less  than  effective 
claims,  if  any,  etc.,  are  deferred,  and  such 
OTC  drug  products  are  instead  subject 
to  the  OTC  drug  review  in  their  appro¬ 
priate  classes  pursuant  to  the  procedures 
established  in  this  subpart. 

(1)  The  requirements  of  the  following 
DESI  announcements  are  not  deferred 
(the  reference  "document  may  also  per¬ 
tain  to  prescription  drugs) : 

(i)  Certain  Surgical  Sutures  (DESI 
4725) ,  published  in  the  Federal  Register 
of  November  11,  1971  (36  FR  21612). 

(ii)  Absorbable  Dusting  Powder  (DESI 
6264) ,  published  in  the  Federal  Register 
of  May  25,  1971  (36  FR  9475). 

(iii)  Certain  Insulin  Preparations 
(DESI  4286),  published  in  the  Federal 
Register  of  April  9, 1971  (36  FR  6842) . 

(iv)  Sulfo-Van  Ointment  (DESI  2230) . 
published  in  the  Federal  Register  of 
October  8,  1970  (35  FR  15860) . 

(v)  Antiperspirants  and  Deodorants 
Containing  Neomycin  Sulfate  (DESI 
11048)  for  which  an  order  revoking  pro¬ 
visions  for  certification  or  release  was 
published  in  the  Federal  Register  of 
December  5,  1972  (37  FR  25820)  and  has 
been  stayed  by  the  filing  of  objections. 

(vi)  Thorexin  Cough  Medicine  (DESI 
11160)  for  which  a  notice  of  opportunity 
for  hearing  was  published  in  the  Federal 
Register  of  February  2,  1973  (38  FR 
3210). 

(vii)  Antibiotic  susceptibility  discs 
(DESI  90235)  for  which  an  order  pro¬ 
viding  for  certain  discs  to  be  certified 
and  removing  provisions  for  certification 
of  other  discs  was  published  in  the  Fed¬ 
eral  Register  of  September  30,  1972  (37 
FR  20525)  and  has  been  stayed  by  the 
filing  of  objections  notice  of  which  was 
published  in  the  Federal  Register  of 
March  15,  1973  (38  FR  7007). 

(2)  Deferral  of  requirements  is  not  ap¬ 
propriate  when  an  announcement  has 
been  published  and  has  been  followed  by 
a  final  order  classifying  a  drug  either  as 
lacking  substantial  evidence  of  effective¬ 
ness  or  as  not  shown  to  be  safe.  These 
products  will  be  removed  from  the  mar¬ 
ket,  if  they  have  not  already  been  re¬ 
moved.  Regulatory  action  will  also  be  un¬ 
dertaken  against  identical,  similar  and 
related  products  (21  CFR  310.6).  De¬ 
ferral  of  requirements  is  not  appropriate 
for  the  following  (the  referenced  docu¬ 
ment  may  also  pertain  to  prescription 
drugs) : 

(i)  Certain  Sulfonamide-Decongestant 
Nasal  Preparation  (DESI  4850),  for 
which  notice  of  withdrawal  of  approval 
of  new  drug  applications  was  published 
in  the  Federal  Register  of  October  24, 
1970  (35  FR  16605,  16606). 

(ii)  Eskay’s  Theranates,  containing 
strychnine,  sodium,  and  calcium  glycero¬ 
phosphates,  thiamine  hydrochloride,  al¬ 
cohol,  and  phosphoric  acid  (DESI  2220), 


for  which  notice  of  withdrawal  of  ap¬ 
proval  of  the  new  drug  application  was 
published  in  the  Federal  Register  of 
February  18.  1971  (36  FR  3152). 

(iii)  The  following  topical  drugs  (DESI 
1726) ,  for  which  notice  of  withdrawal  of 
new  drug  applications  was  published  in 
the  Federal  Register  of  August  28,  1971 
(36  FR  17368)  : 

(a)  Rhulitol  Solution,  containing  tan¬ 
nic  acid,  chlorobutanol,  phenol,  camphor, 
alum,  and  isopropyl  alcohol. 

(b)  Zirnox  Topical  Lotion,  containing 
phenyltoloxamine  citrate  and  zirconium 
oxide. 

(iv)  Menacyl  Tablets,  containing  aspi¬ 
rin,  menadione,  and  ascorbic  acid  (DESI 
6363),  for  which  notice  of  withdrawal  of 
approval  of  the  new  drug  application  was 
published  in  the  Federal  Register  of  July 
23, 1970  (35  FR  11827). 

(v)  Curad  Medicated  Adhesive  Band¬ 
age  containing  sulfathiazole  (DESI 
4964),  for  which  notice  of  withdrawal  of 
approval  of  the  new  drug  application  was 
published  in  the  Federal  Register  of 
December  31, 1969  (34  FR  20441) . 

(vi)  Drugs  Containing  Rutin,  Querce¬ 
tin,  Hesperidin,  or  any  Bioflavonoids 
(DESI  5960),  for  which  notice  of  with¬ 
drawal  of  approval  of  new  drug  applica¬ 
tions  was  published  in  the  Federal  Regis¬ 
ter  of  July  3,  1970  (35  FR  10872,  10873) 
and  October  17,  1970  (35  FR  16332).  A 
further  notice  of  opportunity  for  hearing 
with  respect  to  the  drugs  covered  by  the 
October  17, 1970  Federal  Register  notice 
will  be  published  at  a  later  date. 

(vii)  Antibiotics  in  Combination  with 
Other  Drugs  for  Nasal  Use  (DESI  7561), 
for  which  an  order  revoking  provision 
for  certification  was  published  in  the 
Federal  Register  of  August  6,  1971  (36 
FR  14469)  and  confirmed  in  the  Federal 
Register  of  October  28,  1971  (36  FR 
20686) . 

(viii)  Antibiotic  Troches  (DESI  8328) , 
for  which  an  order  revoking  provision  for 
certification  was  published  in  the  Fed¬ 
eral  Register  of  July  14,  1971  (36  FR 
13089)  and  confirmed  in  the  Federal 
Register  of  October  9,  1971  (36  FR 
19695). 

(ix)  Certain  Drugs  Containing  Oxy- 
phenisatin  or  Oxyphenisatin  Acetate 
(DESI  10732) ,  for  which  notices  of  with¬ 
drawal  of  approval  of  new  drug  applica¬ 
tions  were  published  in  the  Federal  Reg¬ 
ister  of  February  1,  1972  (37  FR  2460) , 
and  March  9,  1973  (38  FR  6419). 

(x)  Curad  Medicated  Adhesive  Band¬ 
age  containing  tyrothricin-nitrofurazone 
(DESI  6898) ,  for  which  an  order  revok¬ 
ing  provision  for  certification  was  pub¬ 
lished  March  14,  1972  (37  FR  5294) ,  and 
confirmed  in  the  Federal  Register  of 
July  6,  1972  (37  FR  13254) . 

(xi)  iCandette  Cough  Gel  (DESI 
11562),  for  which  notice  of  withdrawal 
of  approval  of  the  new  drug  application 
was  published  in  the  Federal  Register 
of  November  19,  1972  (37  FR  25249). 

(xii)  Certain  OTC  Multiple-Vitamin 
Preparations  for  Oral  Use  containing  ex¬ 
cessive  amounts  of  vitamin  D  and/or  vi¬ 
tamin  A  (DESI  97),  for  which  notice  of 
withdrawal  of  approval  of  the  new  drug 
applications  was  published  in  the  Fed- 
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eral  Register  of  November  29,  1972  (37 
FR  25249) . 

(xiii)  Certain  Sulfonamide-Contain¬ 
ing  Preparations  for  Topical  Ophthal¬ 
mic  or  Otic  Use  (DESX  3684),  for  which 
a  notice  of  withdrawal  of  approval  was 
published  in  the  Federal  Register  of 
February  2, 1973  (38  FR  3208). 

(xiv)  Those  parts  of  the  publication 
entitled  “Certain  Mouthwash  and  Gargle 
Preparations’’  (DESI  2855)  pertaining  to 
Tyrolaris  Mouthwash,  containing  tyro- 
thricin,  panthenol,  and  alcohol,  for  which 
an  order  revoking  provision  for  certifica¬ 
tion  was  published  in  the  Federal  Reg¬ 
ister  of  February  2,  1967  (32  FR  1172) 
prior  to  the  drug  efficacy  study  imple¬ 
mentation. 

(c)  Manufacturers  and  distributors 
should  take  notice  that  the  information 
on  OTC  drugs  provided  by  the  Drug  Effi¬ 
cacy  Study  review  is  valuable  information 
as  to  the  deficiencies  in  the  data  available 
to  support  indications  for  use.  They  are 
encouraged  to  perform  studies  to  obtain 
adequate  evidence  of  effectiveness  for  the 
review  of  OTC  drugs  which  is  already  in 
progress.  In  the  interim  it  is  in  the  public 
interest  that  manufacturers  and  distrib¬ 
utors  of  all  OTC  drugs  effect  changes  in 


bring  the  products  into  conformity  with 
current  medical  knowledge  and  experi¬ 
ence. 

(d)  Manufacturers  and  distributors  of 
OTC  drugs  may  be  reluctant  to  make  ap¬ 
propriate  formulation  and/or  labeling 
changes  for  fear  of  losing  the  protection 
of  the  so-called  “grandfather”  provisions 
of  the  1938  Federal  Food,  Drug,  and  Cos¬ 
metic  Act  (sec.  201  (p)  (1))  and  the  1962 
amendments  to  the  act  (sec.  107(c)  of 
those  amendments).  To  encourage  and 
facilitate  prompt  changes,  the  Food  and 
Drug  Administration  will  not  take  legal 
action  against  any  OTC  drug,  other  than 
those  not  deferred,  based  on  a  charge 
that  the  product  is  a  new  drug  and  not 
grandfathered  under  the  act  as  a  result 
of  the  changes  if  the  changes  in  formula¬ 
tion  and/or  labeling  are  of  the  following 
kind: 

(1)  The  addition  to  the  labeling  of 
warning,  contraindications,  side  effects, 
and/or  precaution  information. 

(2)  The  deletion  from  the  labeling  of 
false,  misleading,  or  unsupported  indica¬ 
tions  for  use  or  claims  of  effectiveness. 

(3)  Changes  in  the  components  or 
composition  of  the  drug  that  will  give 
increased  assurance  that  the  drug  will 
have  its  intended  effect,  yet  not  raise  or 
contribute  any  added  safety  questions. 

(4)  Changes  in  the  components  or 
composition  of  the  drug  which  may  rea¬ 
sonably  be  concluded  to  Improve  the 
safety  of  the  drug,  without  diminishing 
its  effectiveness. 

(e>  The  forbearance  from  legal  action 
for  lack  of  grandfather  protection  is  an 
interim  procedure  designed  to  encourage 
appropriate  change  in  formulation  and/ 
or  labeling  during  the  time  period  re¬ 
quired  to  review  the  various  classes  of 
OTC  drugs.  At  such  time  as  an  applicable 
OTC  drug  monograph  becomes  effective, 
the  interim  procedure  will  automatically 
be  terminated  and  any  appropriate  reg¬ 
ulatory  action  will  be  initiated. 


PART  369— INTERPRETATIVE  STATE¬ 
MENTS  RE  WARNINGS  ON  DRUGS  AND 
DEVICES  FOR  OVER-THE-COUNTER 
SALE 

Subpart  A — Definitions  and  Interpretations 

Sec. 

369.1  Purpose  of  issuance. 

369.2  Definitions. 

369.3  Warnings  required  on  drugs  ex¬ 

empted  from  prescription-dispens¬ 
ing  requirements  of  section  503(b) 
(D(C). 

369.4  Warnings  suggested  for  drugs  by  for¬ 

mal  or  informal  statements  of 
policy. 

369.5  Warnings  required  on  insulin  in¬ 

tended  for  over-the-counter  sale. 

369.6  Warnings  required  on  certifiable 

antibiotics  exempted  from  pre¬ 
scription-dispensing  requirements. 

369.7  Warnings  required  by  official  com¬ 

pendia.  ' 

369.8  Warning  statements  in  relation  to 

conditions  for  use. 

369.9  General  warnings  re  accidental  in¬ 

gestion  by  children. 

369.10  Conspicuousness  of  warning  state¬ 

ments. 

Sub  part  B — Warning  and  Caution  Statements  for 
Drugs 


Subpart  C — Warning  and  Caution  Statements  tor 
Devices 

369.30  Devices:  recommended  warning  and 
caution  statements. 

Authority:  Secs.  502,  503,  606,  507,  701.  62 
Stat.  1050,  as  amended,  1062,  as  amended,  53 
Stat.  854,  55  Stat.  851,  69  Stat.  463,  as  amend¬ 
ed,  62  Stat.  1055,  as  amended  (21  U.S.C.  352, 
853,  356,  357,  371). 

Subpart  A — Definitions  and  Interpretations 
§  369.1  Purpose  of  issuance. 

The  warning  and  caution  statements 
suggested  In  Subparts  B  and  C  of 
this  part,  for  Inclusion  In  the  label  or 
labeling  of  drugs  and  devices  subject  to 
section  502  (d)  and  (f)(2)  and  other 
relevant  provisions  of  the  Federal  Food, 
Drug,  and  Cosmetic  Act  are  issued  for  the 
purpose  of  assisting  Industry  In  prepar¬ 
ing  proper  labeling  for  these  articles  for 
over-the-counter  sale  and  In  meeting  the 
legal  requirements  of  the  act  that  the 
label  or  labeling  of  drugs  and  devices 
bear  adequate  warnings.  In  such  maimer 
and  form  as  are  necessary  for  the  pro¬ 
tection  of  users.  Only  section  502(d)  of 
the  act  requires  use  of  the  specific  lan¬ 
guage  Included  In  these  suggested  warn¬ 
ing  -  and  caution  statements.  These 
suggested  warning  or  caution  statements 
are  illustrative  of  those  that  may  be 
necessary  or  desirable.  It  Is  the  respon¬ 
sibility  of  the  manufacturer,  packer, 
shipper,  or  distributor  In  Interstate  com¬ 
merce  to  see  that  such  statements  are 
adequate  for  compliance  with  the  provi¬ 
sions  of  the  law.  Omission  of  any  article 
from  this  suggested  list  does  not  relievo 
drugs  and  devices  subject  to  provisions 
of  the  act  from  bearing  adequate  warn¬ 
ing  or  caution  statements  where  such 
statements  are  necessary  or  desirable  for 
the  protection  of  the  user. 


§  369.2  Definitions. 

(a)  As  used  In  this  part,  the  term 
“act”  means  the  Federal  Food,  Drug,  and 
Cosmetic  Act. 

(b)  The  terms  “drugs”  and* "devices” 
are  defined  in  section  201  (g)  and  (k)  of 

the  act. 

(c)  Official  compendia  are  defined  In 
section  201(J)  of  the  act. 

§  369.3  Warnings  required  on  drugs  ex¬ 
empted  from  prescription-dispensing 
requirements  of  section  503  (b)  ( 1 ) 
(C). 

Drugs  exempted  from  prescription¬ 
dispensing  requirements  under  section 
503(b)  (1)  (C)  of  the  act  are  subject  to 
the  labeling  requirements  prescribed  In 
§  310.201(a)  of  this  chapter.  Although, 
for  convenience,  warning  and  caution 
statements  for  a  number  of  the  drugs 
named  in  §  310.201  of  this  chapter  (cross- 
referenced  In  the  text  of  this  part)  are 
included  In  Subpart  B  of  this  part,  the 
inclusion  of  such  drugs  In  S§  369.20, 
369.21,  369.22  In  no  way  affects  the  re¬ 
quirements  for  compliance  with  i  310.201 
(a)  of  this  chapter,  or  the  provisions  of 
an  effective  application  pursuant  to  sec¬ 
tion  505(b)  of  the  act. 

§  369.4  Warnings  suggested  for  drugs 
by  formal  or  informal  statements  of 
policy. 

The  warning  and  caution  statements 
Included  in  Subpart  B  of  this  part  In  no 
way  affect  any  warning  statement  sug¬ 
gested  for  such  drugs  or  devices  by  any 
statement  of  policy  or  Interpretation  In 
Part  3  of  this  chapter. 

§  369.5  Warnings  required  on  insulin 
intended  for  over-the-counter  sale. 

Warning  and  caution  statements  for 
Insulin  products  sold  over  the  counter 
must  comply  with  the  specific  labeling 
provisions  of  the  act  and  S  429.11  of  this 
chapter. 

§  369.6  Warnings  required  on  certifi¬ 
able  antibiotics  exempted  from  pre¬ 
scription-dispensing  requirements. 

Certain  certifiable  antibiotic  drugs  are 
exempted  from  prescription-dispensing 
requirements  under  section  507  of  the 
act,  but  are  subject  to  the  specific  label¬ 
ing  requirements.  Including  warning  or 
caution  statements,  of  the  applicable 
section  of  the  antibiotic  regulations. 

§  369.7  Warnings  required  by  official 
compendia. 

Any  drug  included  in  the  official  com¬ 
pendia  defined  by  the  act  shall  bear  such 
warning  or  caution  statement  as  may  be 
required  by  such  compendia,  and  no 
statement  in  Subpart  B  or  Subpart  C  of 
this  part  Is  Intended  to  alter,  modify,  or 
permit  the  omission  of  any  such  state¬ 
ment  required  by  such  compendia. 

§  369.8  Warning  statements  in  relation 
to  conditions  for  use. 

The  mention  in  any  warning  or  caution 
statement  Included  in  Subparts  A,  B. 
and  C  of  this  part,  of  a  disease  condition 
does  not  imply  a  finding  on  the  part  of 
the  Food  and  Drug  Administration  that 
any  drug  or  device  Is  efficacious  In  such 
condition;  nor  is  any  drug  or  device 


368.20  Drugs;  recommended  warning  and 
caution  statements. 

their  formulations  and/or  labeling  to  369.21  Drugs;  warning  and  caution  state¬ 
ments  required  by  regulations. 
369.22  Drugs;  warning  and  caution  state¬ 
ments  specifically  required  by  law. 
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bearing  labeling  referring  to  such  disease 
condition  precluded  from  regulatory 
action  under  the  applicable  provisions  of 
the  act  if  such  claim  is  considered  to  be 
misbranding. 

§  369.9  General  warnings  re  accidental 
ingestion  by  children. 

Section  369.20  includes  under  certain 
Items,  but  not  all  medicines,  the  state¬ 
ment:  “Warning — Keep  this  and  all 
medicines  out  of  children’s  reach.  In 
case  of  accidental  overdose,  contact  a 
physician  immediately”,  or  “Warning — 
Keep  out  of  the  reach  of  children”.  How¬ 
ever,  in  view  of  the  possibility  of  ac¬ 
cidental  ingestion  of  drugs,  it  is  not  only 
suggested  but  is  recommended  that  one 
of  these  statements  be  used  on  the  label 
of  all  drug  products. 

§  369.10  Conspicuousness  of  warning 
statements. 

Necessary  warning  statements  should 
appear  in  the  labeling  prominently  and 
conspicuously  as  compared  to  other 
words,  statements,  designs,  and  devices, 
and  in  bold  type  on  clearly  contrasting 
background,  in  order  to  comply  with  the 
provisions  of  section  502  (c)  and  (f)  (2) 
of  the  act.  The  warning  statements 
should  be  placed  in  the  labeling  in  juxta¬ 
position  with  the  directions  for  use  and. 
In  any  case,  should  appear  on  the  label 
when  there  is  sufficient  label  space  In 
addition  to  mandatory  label  information. 

Subpart  B — Warning  and  Caution 
Statements  for  Drugs 

§  369.20  Drugs;  recommended  warning 
and  caution  statements. 

ACETANILID. 

Warning — Do  not  exceed  recom¬ 
mended  dosage.  Overdosage  or  con¬ 
tinued  use  may  result  in  serious  blood 
disturbances. 

ACETOPHENETIDIN  -  CONTAINING 
PREPARATIONS.  (See  §3.37  of  this 
chapter.) 

Warning — This  medication  may  dam¬ 
age  the  kidneys  when  used  in  large 
amounts  or  for  a  long  period  of  time. 
Do  not  take  more  than  the  recommended 
dosage,  nor  take  regularly  for  longer 
than  10  days  without  consulting  your 
physician. 

ANESTHETICS  FOR  EXTERNAL  USE 
(LOCAL  ANESTHETICS).  (See  also 
5  310.201(a)  (19)  and  (23)  of  this 

chapter.) 

Caution — Do  not  use  in  the  eyes.  Not 
for  prolonged  use.  If  the  condition  for 
which  this  preparation  1s  used  persists 
or  if  a  rash  or  irritation  develops,  dis¬ 
continue  use  and  consult  physician. 

ANTIBIOTICS  FOR  EXTERNAL  USE 
FOR  PREVENTION  OF  INFECTION. 
(See  also  §§  310.201(a)  (5) ,  146C.202, 

146e.402,  146e.407,  •  146e.409,  146e.411, 
146e.422  of  this  chapter.) 

Caution — In  case  of  deep  or  puncture 
wounds  or  serious  bums  consult  physi¬ 
cian.  If  redness,  irritation,  swelling,  or 
pain  persists  or  increases  or  if  infection 
occurs,  discontinue  use  and  consult  phy¬ 
sician.  Do  not  use  in  the  eyes. 


ANTmiSTAMLNICS  FOR  EXTERNAL 
USE  (EXCEPT  PREPARATIONS  FOR 
OPHTHALMIC  USE) . 

Caution — Do  not  use  in  the  eyes.  If 
the  condition  far  which  this  preparation 
is  used  persists  or  if  a  rash  or  irritation 
develops,  discontinue  use  and  consult 
physician. 

ANTIHIST AMINICS ,  ORAL.  (See  also 
§§3.29  and  310.201(a)  (4),  (6),  (13), 
(24) ,  and  (25)  of  this  chapter.) 

Caution — This  preparation  may  cause 
drowsiness.  Do  not  drive  or  operate 
machinery  while  taking  this  medication. 
Do  not  give  to  children  under  6  years 
of  age  or  exceed  the  recommended 
dosage  unless  directed  by  physician. 

The  reference  to  drowsiness  is  not 
required  on  preparations  for  the  pro¬ 
motion  or  sleep  or  on  preparations  that 
are  shown  not  to  produce  drowsiness. 

Cyclizine  -  containing  preparations 
should  include  the  following: 

Warning — Not  for  use  by  women  who 
are  pregnant  or  who  may  possibly  be¬ 
come  pregnant,  unless  directed  by  a 
physician,  since  this  drug  may  have  the 
potentiality  of  injuring  the  unbom  child. 

ANTIFERSPIRANTS. 

Do  not  apply  to  broken  skin.  If  a  rash 
develops,  discontinue  use. 

ANTIPYRINE. 

Warning — Do  not  exceed  recommended 
dosage.  If  skin  rash  appears,  discontinue 
use  and  consult  physician. 

ANTISEPTICS  FOR  EXTERNAL  USE 

Caution — In  case  of  deep  or  puncture 
wounds  or  serious  bums,  consult  physi¬ 
cian.  If  redness,  irritation,  swelling,  or 
pain  persists  or  increases  or  if  Infection 
occurs  discontinue  use  and  consult 
physician. 

The  reference  to  wounds  and  burns 
is  not  required  on  preparations  intended 
solely  far  diaper  rash. 

ARSENIC  PREPARATIONS. 

Warning — Frequent  or  prolonged  use 
may  cause  serious  Injury.  Do  not  ex¬ 
ceed  recommended  dosage.  Keep  out  of 
the  reach  of  children. 

BELLADONNA  PREPARATIONS  AND 
PREPARATIONS  OF  ITS  ALKALOIDS 
(ATROPINE,  HYOSCY  AMINE,  AND 
SCOPOLAMINE  (HYOSCINE) ;  HY¬ 
OSCY  AMUS,  STRAMONIUM,  THEIR 
DERIVATIVES,  AND  RELATED  DRUG 
PREPARATIONS. 

Warning — Not  to  be  used  by  persons 
having  glaucoma  or  excessive  pressure 
within  the  eye,  by  elderly  persons  (where 
undiagnosed  glaucoma  or  excessive  pres¬ 
sure  within  the  eye  occurs  most  fre¬ 
quently),  or  by  children  under  6  years 
of  age,  unless  directed  by  a  physician. 
Discontinue  use  if  blurring  of  vision, 
rapid  pulse,  or  dizziness  occurs.  Do  not 
exceed  recommended  dosage.  Not  for 
frequent  or  prolonged  use.  If  dryness 
of  the  mouth  occurs,  decrease  dosage. 
If  eye  pain  occurs,  discontinue  use  and 
see  your  physician  immediately  as  this 
may  indicate  undiagnosed  glaucoma. 


See  also  Rectal  Preparations  for  addi¬ 
tional  warnings. 

In  the  case  of  scopolamine  or  scopol¬ 
amine  amin oxide  preparations  Indicated 
far  insomnia,  the  portion  of  the  above 
warning  that  reads  “children  under  6 
years  of  age”  should  read  instead  “chil¬ 
dren  under  12  years  of  age”. 

BORIC  ACID  (POWDERED,  CRYSTAL¬ 
LINE,  OR  GRANULAR). 

Warning — Do  not  use  as  a  dusting 
powder,  especially  on  infants,  or  take 
internally.  Use  only  as  a  solution.  Do 
not  apply  to  badly  broken  or  raw  skin, 
or  to  large  areas  of  the  body. 

BROMIDES. 

Caution — Use  only  as  directed.  Do  not 
give  to  children  or  use  in  the  presence  of 
kidney  disease.  If  skin  rash  appears  or 
if  nervous  symptoms  persist,  recur  fre¬ 
quently,  or  are  unusual,  discontinue  use 
and  consult  physician. 

CARBOLIC  ACID  (PHENOL)  PREPA¬ 
RATIONS  (MORE  THAN  0.5  PER¬ 
CENT)  FOR  EXTERNAL  USE. 

Warning — Use  according  to  directions. 
Do  not  apply  to  large  areas  of  the  body. 
If  applied  to  fingers  or  toes,  do  not 
bandage. 

CATHARTICS  AND  LAXATIVES— IR¬ 
RITANTS  AND  OTHER  PERISTALTIC 
STIMULANTS. 

Warning — Do  not  use  when  abdom¬ 
inal  pain,  nausea,  or  vomiting  are  pres¬ 
ent.  Frequent  or  prolonged  use  of  this 
preparation  may  result  in  dependence  on 
laxatives. 

Mercury  preparations  should  have 
added  to  the  “frequent  use”  statement, 
the  words  “and  serious  mercury 
poisoning”. 

Phenolphthalein  preparations  should 
bear,  in  addition  to  the  general  warn¬ 
ing,  the  following  statement: 

Caution — If  skin  rash  appears,  do  not 
use  this  or  any  other  preparation  con¬ 
taining  phenolphthalein. 

See  also  Mineral  Oil  Laxatives. 

CHLORATES:  MOUTH  WASH  OR 
GARGLE. 

Avoid  swallowing. 

COBALT  PREPARATIONS  (See  also 
i  3.48  of  this  chapter.) 

Warning — Do  not  exceed  the  recom¬ 
mended  dosage.  Do  not  administer  to 
children  under  12  years  of  age  unless 
directed  by  physician.  Do  not  use  for 
more  than  2  months  unless  directed  by 
physician. 

This  warning  is  not  required  on  ar¬ 
ticles  containing  not  more  than  0.5  milli¬ 
gram  of  cobalt  as  a  cobalt  salt  per  dosage 
unit  and  which  recommend  administra¬ 
tion  of  not  more  than  0.5  milligram  per 
dose  and  not  more  than  2  milligrams 
per  24-hour  period. 

“COUGH-DUE-TO-COLD”  PREPARA¬ 
TIONS.  (See  also  5  310.201(a)  (14)  and 
(20)  of  this  chapter.) 

Warning — Persons  with  a  high  fever 
or  persistent  cough  should  not  use  this 
preparation  unless  directed  by  physician. 
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COUNTERIRRITANTS  AND  RUBEFA¬ 
CIENTS. 

Caution — Do  not  apply  to  Irritated 
skin  or  if  excessive  irritation  develops. 
Avoid  getting  into  the  eyes  or  on  mu¬ 
cous  membranes. 

If  offered  for  use  in  arthritis  or  rheu¬ 
matism.  in  juxtaposition  therewith,  the 
statement: 

Caution — If  pain  persists  for  more 
than  10  days,  or  redness  is  present,  or 
in  conditions  affecting  children  under 
12  years  of  age  consult  a  physician 
immediately. 

See  also  “Salicylates”  in  this  section 
for  additional  warnings  for  preparations 
containing  methyl  salicylate. 

CREOSOTE,  CRESOLS,  GUAIACOL. 
AND  SIMILAR  SUBSTANCES  IN  PREP¬ 
ARATIONS  FOR  EXTERNAL  USE. 

Caution — Do  not  apply  to  large  areas 
of  the  body. 

CREOSOTE,  CRESOLS,  GUAIACOL, 
AND  SIMILAR  SUBSTANCES  IN 
DOUCHE  PREPARATIONS. 

Warning — The  use  of  solutions 
stronger  than  those  recommended  may 
result  in  severe  local  irritation,  bums,  or 
serious  poisoning.  Mix  as  directed  before 
pouring  into  douche  bag.  Do  not  use 
more  often  than  twice  weekly  unless 
directed  by  physician. 

DENTURE  RELINERS,  PADS,  AND 
CUSHIONS. 

Warning — For  temporary  use  only. 
Long-term  use  of  this  product  may  lead 
to  faster  bone  loss,  continuing  irritation, 
sores,  and  tumors.  For  Use  Only  Until  a 
Dentist  Can  Be  Seen. 

DENTURE  REPAIR  KITS. 

Warning — For  emergency  repairs  only. 
Long-term  use  of  home-repaired  den¬ 
tures  may  cause  faster  bone  loss,  contin¬ 
uing  irritation,  sores,  and  tumors.  This 
kit  for  emergency  use  only.  See  Dentist 
Without  Delay. 

DIARRHEA  PREPARATIONS. 

Warning — Do  not  use  for  more  than  2 
days  or  in  the  presence  of  high  fever  or 
in  infants  or  children  under  3  years  of 
age  unless  directed  by  a  physician. 

DISPENSERS  PRESSURIZED  BY  GAS¬ 
EOUS  PROPELLANTS  FOR  DRUGS 
FOR  EXTERNAL  USE.  (See  also 
§  310.201(a)  (11)  and  (18)  of  this 

chapter.) 

Warning — Keep  away  from  eyes  or 
other  mucous  membranes.  Avoid 
inhaling. 

This  warning  is  not  necessary  for 
preparations  specifically  designed  for  use 
on  mucous  membranes. 

Where  indicated,  in  order  to  prevent 
chilling  the  tissues,  a  caution  should  be 
Included  against  holding  the  dispenser 
too  close  to  the  body. 

Warning — Contents  under  pressure. 
Do  not  puncture.  Do  not  use  or  store 
near  heat  or  open  flame.  Exposure  to 
temperatures  above  130°  Fahrenheit  may 
cause  bursting.  Never  throw  container 
into  fire  or  incinerator. 


DOUCHE  PREPARATIONS. 

Warning — Do  not  use  more  often  than 
twice  weekly  unless  directed  by 
physician. 

See  also  Creosote  •  •  •  Douche  for 
additional  warning. 

DRESSINGS,  PROTECTIVE  SPRAY-ON 
TYPE.  (See  also  §  310.201(a)  (11)  and 
(18)  of  this  chapter.) 

Warning — In  case  of  deep  or  puncture 
wounds  or  serious  bums  consult  phy¬ 
sician.  If  redness,  irritation,  swelling  or 
pain  persists  or  increases  or  if  infection 
occurs  consult  physician.  Keep  away 
from  eyes  or  other  mucous  membranes. 
Avoid  inhaling. 

See  also  Dispensers  Pressurized  by 
Gaseous  Propellants  •  •  •  for  addi¬ 
tional  warnings  to  be  included  for  prod¬ 
ucts  under  pressure. 

EPHEDRINE  PREPARATIONS  (ORAL) 

Warning — Do  not  exceed  the  recom¬ 
mended  dosage.  Reduce  dosage  if 
nervousness,  restlessness,  or  sleepless¬ 
ness  occurs.  Do  not  use  if  high  blood 
pressure,  heart  disease,  diabetes,  or  thy¬ 
roid  disease  is  present  unless  directed  by 
physician. 

EPINEPHRINE  INHALATION  1:100 
(NOT  FOR  INJECTION). 

Warning — For  inhalation  only.  Re¬ 
duce  dosage  if  bronchial  irritation,  nerv¬ 
ousness,  restlessness,  or  sleeplessness 
occurs.  Do  not  use  if  high  blood  pres¬ 
sure,  heart  disease,  diabetes,  or  thyroid 
disease  is  present  unless  directed  by 
physician.  If  prompt  relief  is  not  ob¬ 
tained  consult  physician.  Do  not  use 
epinephrine  inhalation  if  it  is  brown  in 
color  or  contains  a  precipitate. 

GENTIAN  VIOLET  ( METHYLROS  AN  - 
ILINE  CHLORIDE)  TABLETS. 

Caution — Do  not  bite  or  chew  tablets 
before  swallowing.  If  nausea  develops, 
discontinue  for  1  or  2  days;  then  resume 
treatment  with  reduced  dosage,  increas¬ 
ing  dose  gradually  to  former  level.  This 
preparation  should  not  be  used  by  per¬ 
sons  with  heart,  kidney,  or  liver  disease 
or  intestinal  disorders.  Abstinence  from 
alcohol  during  treatment  is  advisable. 

HEXYLRESORCINOL  ANTHELMIN¬ 
TICS. 

Warning — Do  not  chew  or  break  in  the 
mouth. 

IODINE  AND  IODIDES  (ORAL). 

Caution — If  a  skin  rash  appears,  dis¬ 
continue  use  and  consult  physician. 

MERCURY  PREPARATIONS  FOR  EX¬ 
TERNAL  USE. 

Warning — Discontinue  use  if  rash  or 
Irritation  develops  or  if  condition  for 
which  used  persists.  Frequent  or  pro¬ 
longed  use,  or  application  to  large  areaji 
may  cause  serious  mercury  poisoning. 

MINERAL  OIL  LAXATIVES.  (See  also 
§  3.4  of  this  chapter.) 

Caution — Take  only  at  bedtime.  Avoid 
prolonged  use.  Do  not  administer  to  in¬ 


fants  or  young  children,  in  pregnancy,  or 
to  bedridden  or  aged  patients  unless  di¬ 
rected  by  physician. 

NASAL  PREPARATIONS:  OIL  BASE. 

Warning — Do  not  exceed  recom¬ 
mended  dosage  nor  use  for  prolonged 
period.  Do  not  administer  to  infants 
or  children  unless  directed  by  physician. 
Do  not  use  as  a  spray. 

NASAL  PREPARATIONS  IN  PLASTIC 
SPRAY  CONTAINERS. 

Avoid  overdosage.  Follow  directions 
for  use  carefully. 

NASAL  PREPARATIONS:  VASO¬ 
CONSTRICTORS _ (AMPHETAMINE, 

EPHEDRINE,  EPINEUHRINE,  ME- 
THAMPHET AMINE,  AND  OTHERS  OF 
SIMILAR  ACTIVITY).  (See  also 
§  310.201(a)  (16)  of  this  chapter.) 

Caution — Do  not  exceed  recommended 
dosage.  Overdosage  may  cause  nervous¬ 
ness,  restlessness,  or  sleeplessness.  Do 
not  use  for  more  than  3  or  4  consecutive 
days  unless  directed  by  physician. 

NASAL  PREPARATIONS:  VASOCON¬ 
STRICTORS  (PHENYLEPHRINE  HY¬ 
DROCHLORIDE,  HYDROXY  AMPHET¬ 
AMINE,  PHENYLPROPANOLAMINE, 
AND  OTHERS  OF  SIMILAR  ACTIV¬ 
ITY). 

Caution — Do  not  exceed  recommended 
dosage. 

NUX  VOMICA  AND  STRYCHNINE 
PREPARATIONS, 

Warning — Do  not  exceed  the  recom¬ 
mended  dosage.  Keep  out  of  the  reach 
of  children. 

OPHTHALMIC  PREPARATIONS.  (See 
also  §  3.28  of  this  chapter.;. 

Warning — If  irritation  persists  or  in¬ 
creases,  discontinue  use  and  consult 
physician.  Keep  container  tightly 
closed. 

Solutions  should  include  the  state¬ 
ment:  Do  not  touch  dropper  tip  (or 
other  dispensing  tip)  to  any  surface, 
since  this  may  contaminate  solution. 

Boric  acid  offered  for  use  in  the  prep¬ 
aration  of  ophthalmic  solutions  should 
bear  the  statement:  Prepare  solution  by 
boiling  in  water.  Store  in  a  sterile  con¬ 
tainer.  Prepare  sufficient  for  one  day’s 
use  and  discard  unused  portion. 

PHENACETIN-CONTAINING  PREPA¬ 
RATION.  (See  acetophenetidin.) 

PHENYLEPHRINE  HYDROCHLORIDE 
PREPARATIONS,  ORAL. 

Caution — Individuals  with  high  blood 
pressure,  heart  disease,  diabetes,  or  thy¬ 
roid  disease  should  use  only  as  directed 
by  physician. 

PHENYLPROPANOLAMINE  HYDRO¬ 
CHLORIDE  PREPARATIONS,  ORAL. 

Caution — Individuals  with  high  blood 
pressure,  heart  disease,  diabetes,  or  thy¬ 
roid  disease  should  use  only  as  directed 
by  physician. 
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POTASSIUM  PERMANGANATE  AQUE¬ 
OUS  SOLUTIONS  (CONTAINING  NOT 
MORE  THAN  0.04  PERCENT  POTAS¬ 
SIUM  PERMANGANATE) .  (See  5  3.7  of 
this  chapter.) 

Warning — For  external  use  on  the 
6kin  only.  Severe  injury  may  result 
from  use  internally  or  as  a  douche. 
Avoid  contact  with  mucous  membranes. 

QUININE  AND  OTHER  CINCHONA 
DERIVATIVES  (EXCEPT  FOR  USE  IN 
MALARIA). 

Caution — Discontinue  use  if  ringing 
in  the  ears,  deafness,  skin  rash,  or  visual 
disturbances  occur. 

RECTAL  PREPARATIONS  FOR  EX¬ 
TERNAL  USE.  (See  also  §  310.201(a) 
(3)  of  this  chapter.) 

Warning — In  case  of  rectal  bleeding, 
consult  physician  promptly. 

See  also  Belladona  Preparations  •  •  • 
for  additional  warnings. 

RESINS,  OLEORESINS,  AND  VOLA¬ 
TILE  OILS. 

Caution — If  nausea,  vomiting,  abdom¬ 
inal  discomfort,  diarrhea,  or  skin  rash 
occurs,  •  discontinue  use  and  consult 
physician. 

RESORCINOL  (NOT  THE  MONOACE¬ 
TATE)  HAIR  PREPARATIONS. 

Caution — Excessive  use  of  this  prep¬ 
aration  may  temporarily  discolor  blond, 
white,  or  red  hair. 

SALICYLATES,  INCLUDING  ASPIRIN 
ANDSALICYL AMIDE  (EXCEPT 
METHYL  SALICYLATE,  EFFERVES¬ 
CENT  SALICYLATE  PREPARATIONS, 
AND  PREPARATIONS  OF  AMINO¬ 
SALICYLIC  ACID  AND  ITS  SALTS). 
(See  also  §  3.509  of  this  chapter.) 

Warning — Keep  this  and  all  medi¬ 
cines  out  of  children’s  reach.  In  case  of 
accidental  overdose,  contact  a  physician 
immediately;  or 

Warning — Keep  out  of  the  reach  at 

children. 

If  the  article  is  an  aspirin  preparation, 
it  should  bear  the  first  of  the  above  two 
warning  statements.  In  either  case,  the 
above  information  should  appear  on  the 
label. 

Caution — For  children  under  3  years 
of  age,  consult  your  physician;  or 

Caution — For  younger  children,  con¬ 
sult  your  physician. 

One  of  the  two  immediately  preceding 
caution  statements  is  required  on  the 
label  of  all  aspirin  tablets,  but  such  a 
statement  is  not  required  on  the  labels 
of  other  salicylates  clearly  offered  for 
administration  to  adults  only. 

If  offered  for  use  in  arthritis  or  rheu¬ 
matism,  in  juxtaposition  therewith,  the 
statement; 

Caution  —  If  pain  persists  for  more 
than  10  days,  or  redness  is  present,  or  in 
conditions  affecting  children  under  12 
years  of  age,  consult  a  physician 
immediately. 
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SALICYLATES:  METHYL  SALICY¬ 
LATE  (WINTERGREEN  OIL) .  See  also 
55  3.35  and  3.509  of  this  chapter. 

Warning  —  Do  not  use  otherwise  than 
as  directed.  Keep  out  of  the  reach  of 
children  to  avoid  accidental  poisoning. 

If  the  preparation  is  a  counterirritant 
or  rubefacient  the  statement: 

Caution — Discontinue  use  if  excessive 
irritation  of  the  skin  develops.  Avoid 
getting  into  the  eyes  or  on  mucous  mem¬ 
branes. 

If  offered  for  use  in  arthritis  or  rheu¬ 
matism,  in  Juxtaposition  therewith,  the 
statement: 

Caution  —  'If  pain  persists  for  more 
than  10  days,  or  redness  is  present,  or  in 
conditions  affecting  children  under  12 
years  of  age  consult  a  physician  im¬ 
mediately. 

SILVER. 

Caution  —  Frequent  or  prolonged  use 
of  this  preparation  may  result  in  perma¬ 
nent  discoloration  of  skin  and  mucous 
membranes. 

SODIUM  PERBORATE  MOUTH  WASH 
AND  GARGLE  AND  TOOTHPASTE. 

Caution — Discontinue  use  if  irritation 
or  inflammation  develops,  or  Increases. 
Avoid  swallowing. 

SULFONAMIDE  NOSE  DROPS. 

Caution  —  Do  not  use  If  a  known  al¬ 
lergy  to  sulfonamide  drugs  exists. 

SULFUR  PREPARATION  FOR  EXTER¬ 
NAL  USE. 

Caution — If  undue  skin  Irritation  de¬ 
velops  or  Increases,  discontinue  use  and 
consult  physician. 

THROAT  PREPARATIONS  FOR  TEM¬ 
PORARY  Rhil  iliu  OF  MINOR  SORE 
THROAT:  LOZENGES,  TROCHES, 
WASHES.  GARGLES,  ETC.  (See  also 
S  3.510  of  this  chapter.) 

Warning  —  Severe  or  persistent  sore 
throat  or  sore  throat  accompanied  by 
high  fever,  headache,  nausea,  and  vom¬ 
iting  may  be  serious.  Consult  physician 
promptly.  Do  not  use  more  than  2  days 
or  administer  to  children  under  3  years 
of  age  unless  directed  by  physician. 

TOOTHACHE  PREPARATIONS. 

For  temporary  use  only  until  a  dentist 
can  be  consulted. 

ZINC  STEARATE  DUSTING  POW¬ 
DERS. 

Warning  —  Keep  out  of  the  reach  of 
infants  and  children;  avoid  inhaling. 

§  369.21  Drugs;  warning  and  caution 
statements  required  by  regulations. 

ACETAMINOPHEN  (N-A  C  E  T  Y  L-p- 
AMINOPHENOL)  (See  5  310.201(a)(1) 
of  this  .chapter.) 

Warning — Do  not  give  to  children  un¬ 
der  3  years  of  age  or  use  for  more  than 
10  days  tinless  directed  by  a  physician. 
If  offered  for  use  in  arthritis,  or  rheu¬ 


matism,  in  juxtaposition  therewith,  the 
statement: 

Caution  —  If  pain  persists  for  more 
than  10  days,  or  redness  is  present,  or  in 
conditions  affecting  children  under  12 
years  of  age  consult  a  physician  im¬ 
mediately. 

ALCOHOL  RUBBING  COMPOUND. 
(See  26  CFR  182.855(a)  (5);  The  Na¬ 
tional  Formulary,  Tenth  Edition  1955, 
pp.  27-28;  and  section  502(g)  of  the 
act). 

Warning  —  For  external  use  only,  li 
taken  internally  serious  gastric  disturb¬ 
ances  will  result. 

ANTIBIOTIC-CONTAINING  DRUGS 
FOR  EXTERNAL  USE  FOR  PREVEN¬ 
TION  OF  INFECTION.  (See  5  310.201 
(a)  (5)  of  this  chapter.) 

Caution  —  If  redness,  irritation,  swell¬ 
ing,  or  pain  persists  or  increases  or  if 
infection  occurs,  discontinue  use  and 
consult  physician.  Do  not  use  in  the 
eyes. 

ANTIHISTAMINICS,  ORAL  (PHENYL- 
TOLOXAMINE  DIHYDROGEN  CIT¬ 
RATE,  MECLIZINE  HYDROCHLO¬ 
RIDE,  DOXYLAMINE  SUCCINATE, 
CHLOROTHEN  CITRATE,  CYCLE  INE 
HYDROCHLORIDE.  AND  CHLORCY- 
CLIZINE  HYDROCHLORIDE  PREPA¬ 
RATIONS).  (See  §§  3.29  and  310.201(a) 
(4),  (6),  (13),  (24),  and  (25)  of 

this  chapter.) 

Caution — This  preparation  may  cause 
drowiness.  Do  not  drive  or  operate 
machinery  while  taking  this  medication. 
Do  not  give  to  children  under  6  years  of 
age  or  exceed  the  recommended  dosage 
unless  directed  by  physician. 

If  offered  for  symptoms  of  colds,  the 
statement: 

Caution — If  relief  does  not  occur 
within  3  days,  discontinue  use  and  con¬ 
sult  physician. 

For  chlorcyclizine-,  cyclizine-,  or  mec- 
lizine-containing  preparations,  the 
statement: 

Wanting — Not  for  use  by  women  who 
are  pregnant  or  who  may  possibly  be¬ 
come  pregnant,  unless  directed  by  a 
physician,  since  this  drug  may  have  the 
potentiality  of  injuring  the  unborn  child. 

BACITRACIN  -  CONTAINING  OINT¬ 
MENTS.  (See  55  146e.402,  146e.407, 

146e.411  of  this  chapter.) 

For  use  only  in  the  prevention  of  infec¬ 
tion  in  minor  cuts  and  abrasions. 

Use  of  the  drug  should  be  discontinued 
and  a  physician  consulted  if  signs  of  in¬ 
fection  or  irritation  appear. 

BACITRACIN  (ZINC  BACITRACIN)  - 
POLYMYXIN  OINTMENT;  BACITRA¬ 
CIN-POLYMYXIN-NEOMYCIN  OINT¬ 
MENT.  (See  55  146e.409  and  146e.422  of 
this  chapter.) 

For  use  only  in  the  prevention  of  in- 
fection  in  minor  cuts  and  abrasions. 
Use  of  the  drug  should  be  discontinued 
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and  a  physician  consulted  if  signs  of  in¬ 
fection  or  irritation  appear. 

If  it  is  in  liquid  form,  also  the  state¬ 
ment  “Not  for  injection”. 

CARBETAPENTANE  CITRATE  PREP¬ 
ARATIONS.  (See  Cough -Due -to -Cold 
Preparations.) 

“COUGH-DUE-TO-COLD”  PREPARA¬ 
TIONS  (DEXTROMETHORPHAN  HY¬ 
DROBROMIDE  AND  CARBETAPEN¬ 
TANE  CITRATE).  (See  1310.201(a) 
(14)  and  (20)  of  this  chapter.) 

Warning — Keep  out  of  the  reach  of 
children.  Do  not  administer  to  children 
under  2  years  of  age  unless  directed  by 
physician.  Persistent  cough  may  Indi¬ 
cate  the  presence  of  a  serious  condition. 
Persons  with  a  high  fever  or  persistent 
cough  should  not  use  this  preparation 
unless  directed  by  physician. 

DEXTROMETHORPHAN  HYDROBRO¬ 
MIDE  PREPARATIONS.  (See  Cough- 
Due-to-Cold  Preparations.) 

DIAMTHAZOLE  DIHYDROCHLORIDE 
FOR  EXTERNAL  USE.  (See  5  310.201 
(a)  (7)  of  this  chapter.) 

Warning — Do  not  apply  to  children 
under  6  years  of  age  because  serious  reac¬ 
tions  may  occur.  Do  not  apply  to  chil¬ 
dren  6  to  12  years  of  age  unless  directed 
by  physician.  Do  not  use  on  mucous 
membranes.  Discontinue  use  and  con¬ 
sult  physician  if  irritation  develops  or 
relief  is  not  obtained.  Keep  out  of  the 
reach  of  children. 

DICYCLOMINE  HYDROCHLORIDE 
WITH  AN  ANTACID.  (See  §  310.201(a) 
(8)  of  this  chapter.) 

Warning — Do  not  exceed  the  recom¬ 
mended  dosage.  Do  not  administer  to 
children  under  12  years  of  age  or  use  for 
a  prolonged  period  unless  directed  by 
physician,  since  persistent  or  recurring 
symptoms  may  indicate  a  serious  disease 
requiring  medical  attention. 

DIPHEMANIL  METHYLSULFATE  FOR 
EXTERNAL  USE.  (See  §  310.201(a) 
(22)  of  this  chapter.) 

Caution — If  redness,  irritation,  swell¬ 
ing,  or  pain  persists  or  increases,  dis¬ 
continue  use  and  consult  physician. 

DYCLONINE  HYDROCHLORIDE.  (See 

§  310.201(a)  (23)  of  this  chapter.) 

Caution — Do  not  use  in  the  eyes.  Not 
for  prolonged  use.  Do  not  apply  to 
large  areas  of  the  body.  If  redness,  irri¬ 
tation,  swelling,  or  pain  persists  or  in¬ 
creases,  discontinue  use  unless  directed 
by  physician.  Do  not  use,  but  consult 
physician  for  deep  or  puncture  wounds 
or  serious  burns.  Do  not  use  in  case  of 
rectal  bleeding,  as  this  may  indicate  seri¬ 
ous  disease. 

HEXADENOL.  (See  §  310.201(a)  (11)  of 
this  chapter.) 

Caution — Do  not  use  for  treatment  of 
serious  bums  or  skin  conditions  or  for 
conditions  which  persist  for  prolonged 
periods.  In  such  cases,  consult  your  phy¬ 
sician.  Do  not  spray  in  vicinity  of  eyes, 
mouth,  nose,  or  ears.  Do  not  store  above 
120°  F. 


INSULIN.  (See  5  429.11(c)  of  this 
chapter.) 

Insulin  (40,  80,  or  100  US.P.  units  per 
milliliter) : 

Caution — Do  not  remove  stopper.  Not 
for  intravenous  nor  Intramuscular  use. 
Do  not  use  after  expiration  date  shown 
on  outside  wrapper  or  container.  Do  not 
use  if  drug  has  become  viscous  or  it  its 
color  has  become  other  than  water  clear. 

In  addition  to  the  above  warnings,  the 
following  statements  should  be  included 
in  the  labeling:  “Keep  in  a  cold  place, 
avoid  freezing.  Failure  to  follow  direc¬ 
tions  for  use  may  lead  to  infection.” 
Potamine  zinc  insulin,  isophane  insulin, 
lente  insulin,  semilente  insulin,  or  ultra- 
lente  insulin: 

Caution — Do  not  remove  stopper.  Not 
for  intravenous  nor  intramuscular  use. 
Do  not  use  after  expiration  date  shown 
on  outside  wrapper  or  container.  Do 
not  substitute  for  any  other  insulin-con¬ 
taining  drug  unless  directed  by  physi¬ 
cian.  Do  not  use  when  precipitate  has 
become  lumped  or  granular  in  appear¬ 
ance  or  has  formed  a  deposit  of  solid 
particles  on  the  wall  of  the  container. 

In  addition  to  the  above  warnings  for 
protamine  zinc  insulin  •  •  *,  the  fol¬ 
lowing  statements  should  be  included  in 
the  labeling  of  these  preparations:  “Keep 
in  a  cold  place,  avoid  freezing”:  “Shake 
carefully”  or  “Shake  well  before  using” 
or  “Shake  well”  or  “Shake  carefully  to 
suspend  all  particles”;  “Failure  to  fol¬ 
low  directions  for  use  may  lead  to 
infection”. 

Globin  zinc  insulin: 

Caution — Do  not  remove  stopper.  Not 
for  intravenous  nor  intramuscular  use. 
Do  not  use  after  expiration  date  shown 
on  outside  wrapper  or  container.  Do  not 
use  if  any  turbidity  or  precipitate  has 
developed  in  the  solution.  Do  not  sub¬ 
stitute  for  any  other  insulin-containing 
drug  unless  directed  by  physician. 

In  addition  to  the  above  warnings  for 
globin  zinc  insulin,  the  following  state¬ 
ments  should  be  included  in  the  label¬ 
ing:  “Keep  in  a  cold  place,  avoid  freez¬ 
ing.  Failure  to  follow  directions  for  use 
may  lead  to  infection”. 

IPECAC  SYRUP  IN  ONE-FLUID 
OUNCE  CONTAINERS  FOR  EMER¬ 
GENCY  TREATMENT  OF  POISONING, 
TO  INDUCE  VOMITING.  (See  §  3.30  of 
this  chapter.) 

Ipecac  syrup  packaged  for  over-the- 
counter  sale  must  bear  statements  to  the 
following  effect,  in  a  prominent  and  con¬ 
spicuous  manner: 

The  following  statement  (boxed  and 
in  red, letters) : 

“For  emergency  use  to  cause  vomiting 
in  poisoning.  Before  using,  call  physi¬ 
cian,  the  Poison  Control  Center,  or  hospi¬ 
tal  emergency  room  immediately  for 
advice.” 

The  following  warning:  Warning — 
Keep  out  of  reach  of  children.  Do  not 
use  in  unconscious  persons.  Ordinarily, 
this  drug  should  not  be  used  if  strych¬ 
nine,  corrosives  such  as  alkalies  (lye) 
and  strong  acids,  or  petroleum  distillates 
such  as  kerosene,  gasoline,  coal  oil,  fuel 


oil,  paint  thinner,  or  cleaning  fluid  have 
been  ingested. 

ISOAMYLHYRDOCUPREINE  AND  ZO- 
LAMINE  HYDROCHLORIDE  RECTAL 
PREPARATIONS  FOR  EXTERNAL 
USE.  (See  §  310.201(a)  (3)  of  this 
chapter.) 

Warning — Do  not  use  this  prepara¬ 
tion  in  case  of  rectal  bleeding,  as  this 
may  indicate  serious  disease. 

NEOMYCIN  SULFATE  WITH  A  VASO¬ 
CONSTRICTOR,  IN  NASAL  PREPA¬ 
RATIONS  (SPRAY  OR  DROPS).  (See 
§  310.201(a)  (9)  of  this  chapter.) 

Caution — Do  not  exceed  recommended 
dosage.  Do  not  administer  to  children 
under  3  years  of  age  unless  directed  by 
physician. 

OXYTETRACYCLINE  AND  POLY¬ 
MYXIN  B  SULFATE.  (See  Antibiotic- 
Containing  Drugs  for  External  Use  •  •  •) 

PRAMOXINE  HYDROCHLORIDE  FOR 
EXTERNAL  USE.  (See  §  310.201(a)  (19) 
of  this  chapter.) 

Caution — Do  not  use  in  the  eyes  or 
nose.  Not  for  prolonged  use.  Do  not  apply 
to  large  areas  of  the  body.  If  redness, 
irritation,  swelling,  or  pain  persists  or 
increases,  discontinue  use  unless  directed 
by  a  physician. 

SODIUM  FLUORIDE  DENTIFRICE 
POWDER.  (See  §  310.201(a)  (10)  of  this 
chapter.) 

Caution — Children  under  6  years  of 
age  should  not  use  this  drug. 

SODIUM  GENTISATE.  (See  5  §  3.509, 
310.201(a)  (2)  of  this  chapter.) 

Warning — Do  not  give  to  children 
under  6  years  of  age  or  use  for  pro¬ 
longed  period  unless  directed  by  phy¬ 
sician. 

Warning — Keep  this  and  all  medica¬ 
tions  out  of  the  reach  of  children;  or 

Warning—  Keep  out  of  the  reach  of 
children. 

If  offered  for  use  in  arthritis  or  rheu¬ 
matism,  in  juxtaposition  therewith,  the 
statement: 

Caution — If  pain  persists  for  more 
than  10  days,  or  redness  is  present,  or  in 
conditions  affecting  children  under  12 
years  of  age,  consult  a  physician  imme¬ 
diately. 

SODIUM  MONOFLUOROPHOSPHATE 
DENTIFRICE  SOLUTION.  (See  §  310.- 
201(a)  (15)  of  this  chapter.) 

Caution — Children  under  6  years  of 
age  should  not  use  this  drug. 
TUAMINOHEPTANE  SULFATE  NASAL 
PREPARATIONS.  (See  §  310.201(a)  (16) 
of  this  chapter.) 

Caution — Do  not  exceed  recommended 
dosage.  Overdosage  may  cause  nervous¬ 
ness,  restlessness,  or  sleeplessness.  Indi¬ 
viduals  with  high  blood  pressure,  heart 
disease,  diabetes,  or  thyroid  disease 
should  use  only  as  directed  by  physician. 
Do  not  use  for  more  than  3  or  4  consecu¬ 
tive  days  unless  directed  by  physician. 
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VTBESATE  PREPARATIONS.  (See 
§  310.201(a)  (18)  of  this  chapter.) 

Caution — Do  not  use  but  consult  phy¬ 
sician  for  deep  or  puncture  wounds  or 
serious  burns.  If  redness.  Irritation, 
swelling,  or  pain  persists  or  increases, 
discontinue  use  and  consult  physician. 

Warning — Contents  under  pressure. 
Do  not  puncture.  Do  not  use  or  store 
near  heat  or  open  flame.  Exposure  to 
temperatures  above  130°  Fahrenheit  may 
cause  bursting.  Never  throw  container 
Into  fire  or  incinerator. 

§  369.22  Drugs;  warning  and  caution 
statements  specifically  required  by 
law. 

PREPARATIONS  CONTAINING  HAB¬ 
IT-FORMING  DERIVATIVES  OF  SUB¬ 
STANCES  NAMED  IN  SECTION  502(d) 
OF  THE  ACT.  (See  §§  329.1,  329.10,  and 
329.20  of  this  chapter.) 

The  statement  “Warning — May  be 
habit  forming”  is  required  to  appear  on 
the  labels  of  all  drugs  containing  deriva¬ 
tives  designated  in  §  329.1  of  this  chapter 
as  habit  forming,  including  exempt  nar¬ 
cotic  preparations  described  in  §  329.20 

(a)  of  this  chapter  and  preparations  con¬ 
taining  one  or  more  derivatives  of  bar¬ 
bituric  acid,  unless  such  drug  is  not  suit¬ 
able  for  internal  use  and  is  distributed 
and  sold  exclusively  for  such  external  use 
as  involves  no  possibility  of  habit 
formation. 

Subpart  C — Warning  and  Caution 
Statements  for  Devices 

§  369.30  Devices;  recommended  warn¬ 
ing  and  caution  statements. 

DENTURE  RELINERS,  PADS,  AND 
CUSHIONS. 

Warning — For  temporary  use  only. 
Long-term  use  of  this  product  may  lead 
to  faster  bone  loss,  continuing  irritation, 
sores,  and  tumors.  For  Use  Only  Until  A 
Dentist  Can  Be  Seen. 

DENTURE  REPAIR  KITS. 

Warning — For  emergency  repairs  only. 
Long-term  use  of  home-repaired  den¬ 
tines  may  cause  faster  bone  loss,  contin¬ 
uing  irritation,  sores,  and  tumors.  This 
kit  for  emergency  use  only.  See  Dentist 
Without  Delay. 

INFRARED  GENERATORS  (INCLUD¬ 
ING  HEATING  PADS). 

Warning — Use  carefully.  May  cause 
serious  bums.  Do  not  use  over  insensi¬ 
tive  skin  areas  or  in  the  presence  of 
poor  circulation.  The  unattended  use  of 
infrared  heat  by  children  or  incapaci¬ 
tated  persons  may  be  dangerous. 

MECHANICAL  MASSAGERS  AND  VI¬ 
BRATORS. 

Warning — This  device  should  not  be 
used  over  swollen  or  inflamed  areas  or 
skin  eruptions.  Do  not  use  in  unex¬ 
plained  calf  pain.  Consult  physician. 
STEAM  OR  TURKISH  BATH. 

Warning — Elderly  persons  or  those 
suffering  from  heart  disease  or  high 
blood  pressure  should  not  use  this  device 
unless  directed  by  physician. 
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ULTRAVIOLET  GENERATORS. 

Warning — Wear  protective  goggles 
during  use  to  avoid  eye  injury.  Serious 
burns  may  be  caused  by  exposure  in  ex¬ 
cess  of  recommended  dosage.  Do  not 
use  over  skin  eruptions  unless  directed 
by  physician. 


PART  429— DRUGS  COMPOSED  WHOLLY 
OR  PARTLY  OF  INSULIN 

Subpart  A — General  Provisions 

Sec. 
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Subpart  B — Packaging  and  Labeling 

429.10  Packaging. 

429.11  Labeling. 

429.12  Distinguishing  colors  on  packages. 

Subpart  C — Product  Standards 

429.25  Standards  of  quality  and  purity  for 

protamine. 

429.26  Standards  of  quality  and  purity  for 

globin  hydrochloride. 

Subpart  D — Tests  and  Methods 

429.30  Tests  and  methods  of  assay. 

Subpart  E — Certification 

429.40  Bequests  for  certification;  samples; 

storage;  approvals  preliminary  to 
certification. 

429.41  Certifications. 

429.45  Conditions  on  the  effectiveness  of 
certificates. 

429.47  Authority  to  refuse  certification  serv¬ 
ice. 

Subpart  F — Administrative  Procedures 

429.50  Hearing  procedure. 

429.55  Fees. 

Subpart  G — Records 

429.60  Records  of  distribution. 

Authority:  Sec.  701,  62  Stat.  1055,  as 
amended,  sec.  506,  55  Stat.  851  (21  U.S.C.  371, 
356). 

Cross  References:  For  other  regulations 
in  this  chapter  concerning  insulin  drugs,  see 
also  §S  1.116,  3.606,  and  3.507. 

Subpart  A — General  Provisions 
§  429.3  Definitions  and  interpretations. 

For  the  purpose  of  the  regulations  In 
this  part: 

(a)  The  term  "act”  means  the  Federal 
Food,  Drug,  and  Cosmetic  Act,  as 
amended. 

(b)  The  term  “Secretary”  means  the 
Secretary  of  Health,  Education,  and 
Welfare. 

(c)  The  term  “Commissioner"  means 
the  Commissioner  of  Food  and  Drugs. 

(d)  The  term  “UJ3P.”  means  the  offi¬ 
cial  United  States  Pharmacopeia,  includ¬ 
ing  supplements  thereto. 

(e)  The  term  “NJP."  means  the  official 
National  Formulary,  including  supple¬ 
ments  thereto. 

(f)  The  definitions  and  Interpreta¬ 
tions  of  terms  contained  in  section  201  of 
the  act  shall  be  applicable  to  such  terms 

when  used  in  the  regulations  in  this 
part. 

(g)  The  term  “insulin”  means  the  ac¬ 
tive  principle  of  pancreas  which  affects 
the  metabolism  of  carbohydrate  In  the 
animal  body  and  which  is  of  value  In  the 
treatment  of  diabetes  mellitus. 

(h)  The  term  “insulin  injection” 
means  the  insulin  Injection  recognised 
in  the  UBP. 


(I)  The  term  “protamine  zinc  insulin 
suspension”  means  the  protamine  zinc 
insulin  suspension  recognized  in  the 
UJSP. 

(J)  The  term  “globin  zinc  insulin  in¬ 
jection"  means  the  globin  zinc  insulin 
Injection  recognized  in  the  NJ. 

(k)  The  term  “lsophane  insulin  sus¬ 
pension”  means  the  lsophane  insulin 
suspension  recognized  In  the  UJ3P. 

(l)  The  term  “insulin  zinc  suspen¬ 
sion”  means  the  insulin  zinc  suspension 
recognized  in  the  UBP. 

(m)  The  term  “prompt  insulin  rfnn 
suspension”  means  the  prompt  insulin 
zinc  suspension  recognized  in  the  UJ3P. 

(n)  The  term  “extended  Insulin  zinc 
suspension”  means  the  extended  insulin 
zinc  suspension  recognized  In  the  UUP. 

(o)  The  term  “master  lot”  means  a 
quantity  (which  is  purified  ami  which 
has  been  mixed  in  one  container  so  as 
to  be  homogeneous)  of: 

(1)  A  concentrated  solution  of  in¬ 
sulin;  or 

(2)  The  lnsulln-containlng  solids.  In 
amorphous  or  crystalline  form,  derived 
from  one  or  more  such  solutions. 

.  (p)  Except  as  provided  in  §  429.41(c), 

the  term  “batch”  means  a  quantity  of  a 
drug,  in  labeled  packages,  of  uniform 
composition  and  Intended  for  adminis¬ 
tration  without  further  change.  In  which 
the  sole  lnsulln-containlng  ingredient  Is 
a  single  dilution  (which  has  been  mixed 
in  one  container  so  as  to  be  homogene¬ 
ous)  of: 

(1)  A  single  master  lot  or  part 
thereof;  or 

(2)  A  mixture  of  two  or  more  master 
lots  or  parts  thereof;  except  that  such 
term  means  a  portion  of  such  quantity 
when  certification  of  such  portion  la 
requested. 

(q)  The  term  “master  lot  mark” 
means  an  identifying  mark  or  other 
identifying  device  assigned  to  a  master 
lot  by  the  manufacturer  thereof. 

(r)  The  term  ‘hatch  mark”  means  an 
identifying  mark  or  other  Identifying 
device  assigned  to  a  batch  by  the  manu¬ 
facturer  thereof. 

Subpart  B — Packaging  and  Labeling 
§  429.10  Packaging. 

Each  batch  shall  be  packaged  in  Im¬ 
mediate  containers  of  colorless  trans¬ 
parent  glass.  Such  containers  shall  be 
closed  with  a  substance  through  which 
successive  doses  may  be  withdrawn  by 
hypodermic  needle  without  removing  the 
closure  or  destroying  its  effectiveness. 
The  containers  and  closures  shall  be 
sterile  at  the  time  the  containers  are 
filled  and  closed.  The  composition  of 
the  containers  and  closures  shall  be  such 
as  will  not  cause  any  change  In  the 
strength,  quality,  or  purity  of  the  con¬ 
tents  beyond  any  limit  therefor  pre¬ 
scribed  in  applicable  standards  of 
strength,  quality,  and  purity.  The  shape 
of  the  containers  shall  be  cylindrical, 
except  that  the  cross-section  of  the  con¬ 
tainers  for  lsophane  insulin  suspension 
shall  be  a  rounded  square  and  the  shoul¬ 
der  of  the  containers  for  Insulin  zinc  sus¬ 
pension,  prompt  Insulin  zinc  suspension. 
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or  extended  Insulin  zinc  suspension  shall 
be  hexagonal. 

§  429.11  Labeling. 

Each  package  from  a  batch  that  has 
been  certified  In  accordance  with  the 
regulations  In  this  part  shall  bear,  on 
its  label  or  labeling  as  hereinafter  indi¬ 
cated,  the  following: 

(a)  On  the  outside  wrapper  or  con¬ 
tainer  and  the  immediate  container  of 
the  retail  package: 

(1)  The  batch  mark  of  such  batch; 

(2)  The  potency  of  the  drug  in  terms 
of  the  U.S.P.  Units  of  insulin  per  milli¬ 
liter;  and 

(3)  The  statement  “Expiration  date 

_ the  blank  being  filled  in 

with  the  date  on  which  the  certificate 
applicable  to  such  batch  expires  with  re¬ 
spect  to  such  package,  as  provided  in 
§  429.45(b)(1). 

(b)  On  the  outside  container  or 
wrapper  of  the  retail  package,  the  state¬ 
ment  “Keep  in  a  cold  place,  avoid 
freezing.” 

(c)  If  the  batch  contains  40,  80,  or  100 
U.S.P.  Units  of  insulin  per  milliliter,  on 
the  circular  or  other  labeling  of  the 
retail  package: 

(1)  A  statement  that  the  treatment 
of  diabetes  mellitus  is  an  individual  prob¬ 
lem  and  that  the  use  of  the  drug,  the 
time  of  its  administration,  and  the  num¬ 
ber  of  daily  doses  and  the  quantity  of 
each,  as  well  as  diet  and  exercise,  are 
problems  which  require  direct  and  con¬ 
tinuous  medical  supervision: 

(2)  A  statement  explaining  that  the 
volume  of  the  dose  depends  on  the  num¬ 
ber  of  units  of  insulin  per  milliliter  stated 
on  the  label,  and  that  the  patient  should 
understand  the  meaning  of  the  volume 
markings  on  the  syringe ; 

(3)  A  description  of  a  practicable 
method  for  sterilizing  the  needle  and 
syringe  before  use; 

(4)  A  description  of  the  technique  of 
withdrawal  from  the  vial  and  the  use  of 
an  antiseptic  on  the  stopper,  and  a  cau¬ 
tion  against  the  removal  of  the  stopper; 

(5)  A  description  of  the  technique  for 
cleansing,  and  the  use  of  an  antiseptic 
on  the  site  of  injection; 

(6)  A  statement  that  failure  to  com¬ 
ply  with  the  techniques  described  In 
paragraphs  (c)  (3),  (4),  and  (5)  of  this 
section  may  lead  to  infection  of  the 
patient; 

(7)  A  statement  that  injection  should 
be  subcutaneous,  at  a  different  site  from 
that  of  the  preceding  Injection,  and  a 
caution  against  intravenous  or  intra¬ 
muscular  use; 

(8)  An  explanation  of  hypoglycemia 
and  its  relation  to  overdosage,  omission 
of  meals.  Illness,  and  Infection; 

(9)  A  statement  of  the  significance  of 
sugar  in  the  urine  and  of  the  necessity 
of  tests  therefor;  and 

(10)  A  caution  against  use  after  the 
expiration  date  shown  on  the  outside 
wrapper  or  container. 

(d)  On  the  circular  or  other  labeling 
of  the  retail  package,  if  the  batch  Is  in¬ 
sulin  Injection  (in  addition  to  the  In¬ 
formation  required  by  paragraphs  (a), 

(b),  and  (c)  or  (1)  of  this  section),  a 


caution  against  use  if  the  drug  has  be¬ 
come  viscous  or  if  its  color  has  become 
other  than  water  clear. 

(e)  On  the  outside  wrapper  or  con¬ 
tainer  and  Immediate  container  of  the  re¬ 
tail  package.  If  the  batch  is  protamine 
zinc  insulin  suspension,  lsophane  insulin 
suspension,  insulin  zinc  suspension, 
prompt  insulin  zinc  suspension,  or  ex¬ 
tended  insulin  zinc  suspension  (in  addi¬ 
tion  to  the  information  required  by  para¬ 
graphs  (a) ,  (b) ,  and  (c)  of  this  section) , 
the  statement  “Shake  carefully,”  or 
“Shake  well  before  using,”  or  “Shake 
well,"  or  “Shake  carefully  to  suspend  all 
particles.” 

(f)  On  the  circular  or  other  labeling 
of  the  retail  package,  if  the  batch  is  pro¬ 
tamine  zinc  insulin  suspension,  lsophane 
insulin  suspension,  insulin  zinc  suspen¬ 
sion,  prompt  insulin  zinc  suspension,  or 
extended  insulin  zinc  suspension  (in  ad¬ 
dition  to  the  information  required  by 
paragraphs  (a),  (b),  (c),  and  (e)  of  this 
section) : 

(1)  An  explanation  of  the  difference, 
as  compared  with  other  insulin -contain¬ 
ing  drugs,  in  onset  of  action,  duration, 
and  the  time  and  frequency  of  admin¬ 
istration; 

(2)  A  caution  that  it  is  not  to  be  sub¬ 
stituted  for  any  other  insulin-containing 
drug  except  on  the  advice  and  direction 
of  a  physician; 

(3)  A  statement  that  a  uniform  sus¬ 
pension  of  the  preparation  is  necessary 
and  is  brought  about  by  careful  shaking 
before  use;  and 

(4)  A  caution  against  use  when  the 
precipitate  has  become  lumped  or  granu¬ 
lar  in  appearance  or  has  formed  a  de¬ 
posit  of  solid  particles  on  the  wall  of  the 
container. 

(g)  On  the  circular  or  other  labeling 
of  the  retail  package,  if  the  batch  is 
globin  zinc  insulin  injection  (in  addition 
to  the  information  required  by  para¬ 
graphs  (a) ,  (b) ,  and  (c)  of  this  section) : 

(1)  An  explanation  of  the  difference, 
as  compared  with  other  insulin-con¬ 
taining  drugs,  in  onset  of  action,  dura¬ 
tion,  and  the  time  and  frequency  of 
administration; 

(2)  A  caution  that  it  is  not  to  be  sub¬ 
stituted  for  any  other  insulin-contain¬ 
ing  drug,  except  on  the  advice  and  direc¬ 
tion  of  a  physician;  and 

(3)  A  caution  against  use  if  any  tur¬ 
bidity  or  precipitate  has  developed  in  the 
solution. 

(h)  If  the  batch  contains  500  U.S.P. 
Units  of  insulin  per  milliliter,  on  the  out¬ 
side  container  or  wrapper  and  the  imme¬ 
diate  container  of  the  retail  package: 

(1)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription”;  *  and 

(2)  The  statement  “Warning — High 
potency — Not  for  ordinary  use”. 

(i)  If  the  batch  contains  500  U.S.P. 
Units  of  insulin  per  milliliter,  on  the  cir¬ 
cular  or  other  labeling  of  the  retail  pack¬ 
age: 

(1)  Information  adequate  for  the  safe 


*For  the  Spanish -language  version  of  the 

required  labeling  statement,  see  1 1.106  of 
this  chapter. 


and  effective  use  of  the  drug,  by  prac¬ 
titioners  licensed  by  law  to  administer  it, 
in  insulin  shock  therapy  and  for  the 
treatment  of  diabetic  patients  with  high 
Insulin  resistance  (daily  requirement 
more  than  200  units) ; 

(2)  A  prominently  placed  and  conspic¬ 
uous  statement:  “Warning — This  insulin 
preparation  contains  500  units  of  insulin 
in  each  milliliter.  Extreme  caution  must 
be  observed  in  measurement  of  dosage 
because  inadvertent  overdose  may  result 
in  irreversible  insulin  shock.  Serious 
consequences  may  result  if  it  is  used  other 
than  under  constant  medical  super¬ 
vision”; 

(3)  A  caution  against  intravenous 
use;  and 

(4)  A  caution  against  use  after  the 
expiration  date  shown  on  the  outside 
wrapper  or  container. 

§  429.12  Distinguishing  colors  on  pack¬ 
ages. 

(a)  The  outside  containers  or  wrappers 
of  the  packages,  and  the  labels  on  the 
immediate  containers  of  each  potency  of 
insulin  injection  shall  be  distinguished 
by  the  following  colors: 

Red.  if  It  contains  40  USP.  Units  of  insu¬ 
lin  per  mllUUter. 

Green,  if  it  contains  80  UPP.  Units  of 
insulin  per  milliliter. 

Orange,  if  it  contains  100  USP.  Units  of 
insulin  per  mill  U1  ter. 

Narrow  (at  least  5  but  not  more  than  20 
to  each  inch)  brown  and  white  diagonal 
stripes,  if  it  contains  600  U  SP.  Units  of 
insulin  per  milliliter. 

But  if  the  master  lot  used  was  in  crystal¬ 
line  form,  the  distinguishing .  colors.  In¬ 
stead  of  those  prescribed  above,  may  be 
the  following: 

Red  and  gray,  if  it  contains  40  UPP.  Units 
of  insulin  per  milliliter. 

Green  and  gray,  if  it  contains  80  USP. 
Units  of  insulin  per  milliliter. 

(b)  The  outside  containers  or  wrappers 
of  the  packages,  and  the  labels  on  the 
immediate  containers  of  each  potency  of 
protamine  zinc  insulin  suspension  shall 
be  distinguished  by  the  following  colors: 

Red  and  white,  if  it  contains  40  UJBP. 
Units  of  in<niHn  per  milliliter. 

Green  and  white,  if  it  contains  80  USP. 
Units  of  lnmiin  per  milliliter. 

(c)  The  outside  containers  or  wrappers 
of  the  packages,  and  the  labels  of  the  im¬ 
mediate  containers  of  each  potency  of 
globin  zinc  Insulin  injection  shall  be  dis¬ 
tinguished  by  the  following  colors: 

Red  and  brown,  if  it  contains  40  UPP. 
Units  of  insulin  per  milliliter. 

Green  and  brown,  if  it  contains  80  UJ9P. 
Units  of  insulin  per  milliliter. 

(d)  The  outside  containers  or  wrappers 
of  the  packages,  and  the  labels  of  the  im¬ 
mediate  containers  of  each  potency  of 
lsophane  Insulin  suspension  shall  be  dis¬ 
tinguished  by  the  following  colors: 

Red  and  blue,  if  it  oontalns  40  UPP.  Units 
of  insulin  per  milliliter. 

Green  and  blue,  if  it  contains  80  UPP. 
Units  of  insulin  per  milliliter. 

(e)  The  outside  containers  or  wrappers 
of  the  packages,  and  the  labels  of  the  im¬ 
mediate  containers,  of  insulin  zinc  sus- 
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pension,  prompt  Insulin  zinc  suspension, 
and  extended  Insulin  zinc  suspension 
shall  bear  a  mark  or  design  to  distinguish 
each  drug,  and  each  potency  of  these 
drugs  shall  be  distinguished  by  the  fol¬ 
lowing  colors: 

Bed  lavender,  if  It  oontalna  40  U.B.P. 
Unite  of  inmiin  per  milliliter. 

Green  lavender,  If  It  oontalna  00  UJ3J* 
Unite  of  inmiin  per  milliliter. 

Subpart  C — Product  Standards 

§  429.25  Standards  of  quality  and  purity 
for  protamine. 

When  protamine  is  dried  to  constant 
weight  at  100*  C.,  its  total  nitrogen  con¬ 
tent  is  not  less  than  22.5  percent  and  not 
more  than  25.5  percent,  and  its  sulfate 
content,  calculated  as  SO*.  Is  not  leas 
than  16  percent  and  not  more  than  19 
percent. 

§  429.26  Standards  of  quality  and  purity 
for  globin  hydrochloride. 

The  ash  content  of  globin  hydrochlo¬ 
ride  Is  not  more  than  0.3  percent;  its 
nitrogen  content,  calculated  to  moisture, 
ash,  and  hydrochloric  acid  free  basis,  is 
not  less  than  16.0  percent  and  not  more 
than  17.5  percent. 

Subpart  D — Tests  and  Methods 
§  429.30  Tests  and  methods  of  assay. 

The  following  tests  and  methods  of 
assay  are  prescribed  for  the  purposes  of 
the  regulations  in  this  Part  429.  (All 
reagents  specified  in  this  section  shall 
be  of  UjSP.  or  NT.  quality  or  better.) 

(a)  Tests  and  methods  of  assay  for  in¬ 
sulin  injection,  protamine  zinc  insulin 
suspension,  globin  zinc  insulin  injection, 
isophane  insulin  suspension,  insulin  zinc 
suspension,  prompt  insulin  zinc  suspen¬ 
sion,  and  extended  insulin  zinc  suspen¬ 
sion.  The  tests  and  methods  of  assay  for 
insulin  injection,  protamine  zinc  insulin 
suspension,  globin  zinc  insulin  injection, 
isophane  insulin  suspension,  insulin  zinc 
suspension,  prompt  insulin  zinc  suspen¬ 
sion,  and  extended  insulin  zinc  suspen¬ 
sion  shall  be  those  set  forth  therefor  in 
the  U.SP.  or  NT.,  except  that  alternative 
test  procedures  may  be  employed  when 
such  have  been  authorized  by  the 
Commissioner. 

(b)  [Reserved] 

(c)  Isophane  ratio.  The  isophane 
ratio  shall  be  expressed  as  milligrams  of 
protamine  per  100  UJ3P.  Units  of  In¬ 
sulin. 

(I)  Reagents — (1)  The  stock  buffer 
solution.  Dissolve  in  water  the  quanti¬ 
ties  of  metacresol,  phenol,  glycerin,  and 
disodium  phosphate  required  to  make  10 
liters  of  the  batch  of  Isophane  insulin 
and  dilute  to  1,000  milliliters. 

(II)  The  insulin  solution.  Prom  a 
sample  of  the  zinc-insulin  crystals  to  be 
used  in  making  the  batch  weigh  a  quan¬ 
tity  which  contains  10,000  U.SP.  Units 
of  insulin.  Dissolve  the  crystals  in  15 
milliliters  of  0.1  percent  hydrochloric 
add.  The  resulting  solution  must  be 
clear.  Add  it  to  25  milliliters  of  the 
stock  buffer  solution  (subdivision  (1)  of 
this  subparagraph) .  Dilute  with  water  to 
approximately  200  milliliters.  Adjust 
the  pH  to  7.2  using  hydrochloric  add  or 


sodium  hydroxide.  The  solution  must  be 
clear  at  this  stage.  If  sodium  chloride  Is 
to  be  used  in  preparing  the  batch  add 
25  milliliters  of  4.2  percent  (w/r)  sodium 
chloride  solution.  Dilute  to  250  milli¬ 
liters  with  water.  The  pH  must  be  be¬ 
tween  7.1  and  7.4. 

(ill)  The  protamine  solution.  Weigh 
500  milligrams  of  the  protamine  to  be 
used  in  making  the  batch  and  dissolve 
in  10  milliliters  of  the  stock  buffer  solu¬ 
tion  paragraph  (c)(1)  (i)  of  this  sec¬ 
tion).  If  sodium  chloride  is  to  be  used 
in  preparing  the  batch  add  10  milliliters 
of  4.2  percent  (w/v)  sodium  chloride 
solution.  Dilute  with  water  to  approxi¬ 
mately  80  milliliters.  Adjust  the  pH  to 
7.2  using  hydrochloric  acid  or  sodium 
hydroxide.  Dilute  with  water  to  100  mil¬ 
liliters.  The  pH  must  be  between  7.2 
and  7.4  and  the  solution  must  be  clear. 

(2)  Conduct  of  the  test.  Measure 
six  25-milllllter  samples  of  the  insulin 
solution  (paragraph  (c)(1)  (11)  of  this 
section)  into  six  tubes.  To  the  first 
tube  add  0.60  milliliter  of  the  protamine 
solution  (paragraph  (c)(1)  (iii)  of  this 
section),  to  the  second  add  0.72  milli¬ 
liter,  to  the  third  add  0.84  milliliter,  to 
the  fourth  add  0.96  milliliter,  to  the  fifth 
add  1.08  milliliters,  and  to  the  sixth  add 
1 .20  milliliters.  Mix  the  contents  of  each 
tube  and  let  stand  for  at  least  30  minutes. 
Centrifuge.  (Do  not  filter.)  Prom  each 
superratant  fluid  remove  two  10-milli¬ 
liter  samples,  thus  creating  two  series  of 
samples.  To  each  of  one  series  add  1 
milliliter  of  the  insulin  solution  (para¬ 
graph  (c)(l)(il)  of  this  section).  To 
each  of  the  other  series  add  1  milli¬ 
liter  of  the  protamine  solution  (para¬ 
graph  (c)(1) (iii)  of  this  section).  Mix 
each  sample  and  let  stand  10  min¬ 
utes.  Measure  the  turbidity  of  each 
sample  by  means  of  a  photometer  or 
nephelometer.  Plot  the  readings  of  the 
two  series  of  samples,  using  the  amount 
of  protamine  originally  added  in  milli¬ 
grams  per  100  UJ3.P.  Units  of  Insulin 
as  abscissas,  and  the  photometer  or 
nephelometer  readings  as  ordinates.  The 
abscissa  of  the  intersection  of  the  two 
curves  indicates  the  isophane  ratio  of  the 
protamine  to  the  zinc-insulin  crystals. 
In  order  to  increase  the  precision  of  the 
test,  when  the  approximate  isophane 
ratio  is  known,  the  quantities  of  prota¬ 
mine  solution  to  be  added  to  the  six  tubes 
may  be  so  chosen  that  the  range  (0.60 
to  1.20  milliliters)  is  reduced,  and  the 
approximate  isophane  ratio  is  near  the 
middle  of  the  range. 

The  isophane  ratio  found  is  not  more 
than  100  percent  nor  less  than  90  per¬ 
cent  of  the  ratio  of  protamine  to  insulin 
used  in  the  trial  mixture  referred  to  in 
§  429.40(d)  (7). 

(d)-(e)  [Reserved! 

(f )  Chloride  in  globin  hydrochloride — 
(1)  Conduct  of  the  test.  Weigh  accu¬ 
rately  approximately  0.5  gram  of  globin 
hydrochloride  into  a  small  beaker  and 
dissolve  in  10-15  milliliters  of  distilled 
water.  Add  10  milliliters  of  tenth- 
normal  silver  nitrate,  5  milliliters  of 
nltricacld,  and  5  milliliters  of  a  saturated 
solution  of  potassium  permanganate. 
Stir  and  place  on  a  steam  bath  for  ap¬ 


proximately  1  hour.  If  any  brown  color 
remains,  stir  again,  rinse  the  sides  of  the 
beaker  with  distilled  water  and  place  on 
the  steam  bath  until  the  brown  color  dis¬ 
appears.  Transfer  quantitatively  to  a 
50-milliliter  volumetric  flask  and  fill  the 
flask  to  the  mark  with  distilled  water. 
Mix  and  filter  through  a  dry  filter  paper 
into  a  dry  vessel.  Transfer  exactly  40 
milliliters  of  the  filtrate  to  a  flask,  add  2 
milliliters  of  ferric  R-mmonium  sulfate 
test  solution  and  titrate  with  tenth- 
normal  ammonium  thiocyanate.  To  ob¬ 
tain  the  percent  chloride  as  HC1,  sub¬ 
tract  1.25  times  the  number  of  milliliters 
of  ammonium  thiocyanate  used  from  10; 
multiply  this  difference  by  0.365  and 
divide  by  the  weight  of  the  sample  In 
grams. 

(2)  Reagents.  The  reagents  used  are 
those  described  in  the  N.P. 

(g)  Sulfate  in  protamine — (1)  Con- 
duct  of  the  test.  Weigh  accurately  about 
250  milligrams  of  protamine  dis¬ 
solve  it  in  about  100  milliliters  of  ap¬ 
proximately  tenth-normal  hydrochloric 
acid.  Heat  to  boiling  and  add  5  milli¬ 
liters  of  barium  chloride  test  solution. 
Digest  on  a  steam  bath  for  1  hour;  allow 
to  cooL  Filter  through  an  ignited  and 
weighed  Gooch  crucible;  wash  free  of 
chlorides.  Dry,  Ignite,  and  weigh.  The 
weight  of  barium  sulfate  thus  obtained 
multiplied  by  41.15  and  divided  by  the 
weight  of  sample  is  the  percent  sulfate 
(SO.)  in  the  sample.  Calculate  the  re¬ 
sults  to  a  moisture-free  basis. 

(2)  Reagents.  The  reagents  used  are 
those  described  in  the  UJSP. 

(h)  Nitrogen.  Determine  total  nitro¬ 
gen  by  the  method  described  In  the 
U.S.P.,  for  insulin  U.SP. 

(1)  Zinc  in  insulin-containing  solu¬ 
tions  or  suspensions.  Use  the  method 
described  in  the  U.S.P.  for  insulin  Injec¬ 
tion. 

(j)  Zinc  in  insulin-containing  solids. 
Dissolve  10  to  20  milligrams,  accurately 
weighed,  of  insulin-containing  solids  In 
5  to  10  milliliters  of  distilled  water  con¬ 
taining  one  drop  of  5 N  hydrochloric  acid, 
and  proceed  as  directed  In  the  U.S.P. 
under  the  test  for  zinc  In  Insulin  injec¬ 
tion. 

Subpart  E — Certification 

§  429.40  Requests  for  certification :  sam¬ 
ples;  storage;  approvals  preliminary 
to  certification. 

(a)  A  request  for  certification  of  a 
batch  shall  be  addressed  to  the  Commis¬ 
sioner,  Food  and  Drug  Administration. 
Department  of  Health,  Education,  and 
Welfare,  Washington,  D.C.,  20204.  A  re¬ 
quest  from  a  foreign  manufacturer  shall 
be  signed  by  such  manufacturer  and  by 
an  agent  of  such  manufacturer  who 
resides  In  the  United  States. 

(b)  The  initial  request  for  certifica¬ 
tion  submitted  by  any  person  shall  be 
preceded  or  accompanied  by  a  full  state¬ 
ment  of  the  facilities  controls  used 
to  maintain  the  Identity,  strength,  qual¬ 
ity,  and  purity  of  each  batch,  including  a 
description  of: 

(1)  The  equipment,  methods,  and 
processes  used  in  diluting  master  lots 
and  parts  thereof,  and  in  maintaining 
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the  Identity,  strength,  quality,  and  purity 
of  master  lots  and  dilutions  therefrom; 

(2)  Hie  tests  and  assays  made  on  mas¬ 
ter  lots  and  mixtures  thereof,  on  dilu¬ 
tions  and  batches  therefrom,  and  on  in¬ 
gredients  used  in  such  dilutions  and 
batches;  and 

(3)  The  laboratory  facilities  used  in 
such  controls. 

Such  initial  request  shall  also  be  pre¬ 
ceded  or  accompanied  by  the  keys  to  the 
master  lot  marks  and  batch  marks  used 
by  such  person.  When  any  change  is 
made  in  any  of  such  facilities  or  controls, 
or  in  any  such  key,  the  next  request  for 
certification  thereafter  shall  be  accom¬ 
panied  by  a  full  statement  of  such 
change. 

(c)  A  person  who  requests  certifica¬ 
tion  of  a  batch  shall  submit  in  connec¬ 
tion  with  his  request  statements  show¬ 
ing: 

(1)  The  master  lot  mark  of  each  mas¬ 
ter  lot  used  or  to  be  used  wholly  or  partly 
as  an  ingredient  or  component  of  an  in¬ 
gredient  of  the  batch ; 

(2)  The  quantity  of  each  such  master 
lot  so  used; 

(3)  The  original  quantity  of  each  such 
master  lot  (unless  such  information  has 
been  previously  submitted) ; 

(4)  The  quantity  of  the  batch;  and 

(5)  The  batch  mark. 

(d)  Except  as  otherwise  provided  In 
paragraphs  (g)  and  (h)  of  this  section, 
a  person  who  requests  certification  of  a 
batch  shall  submit  in  connection  with 
his  request  and  in  the  quantities  herein¬ 
after  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(1)  The  single  master  lot  or  the  mix¬ 
ture  of  two  or  more  master  lots  or  parts 
thereof,  to  be  used  as  ingredients  of  the 
batch;  in  a  quantity  containing  approxi¬ 
mately  10,000  U.S.P.  Units  of  insulin,  ex¬ 
cept  that,  if  the  batch  is  to  be  lsophane 
Insulin  suspension,  the  quantity  shall 
contain  not  less  than  20,000  U.S.P.  Units 
of  insulin. 

(2)  A  trial  dilution  made  from  such 
master  lot  or  mixture,  glycerin,  phenol 
or  cresol,  and  hydrochloric  acid,  which 
dilution  conforms  to  the  standard  of 
Identity,  strength,  quality,  and  purity 
for  insulin  injection,  except  that  it  may 
contain  not  less  than  35  U.S.P.  Units 
nor  more  than  45  U.S.P.  Units  of  insulin 
per  milliliter;  in  a  quantity  containing 
approximately  2,000  U.SP.  Units  of 
Insulin. 

(3)  If  the  batch  is  to  be  protamine  zinc 
insulin  suspension,  a  trial  mixture  which 
is  intended  to  be  accurately  representa¬ 
tive  of  the  mixture  which  will  constitute 
the  finished  batch;  in  a  quantity  con¬ 
taining  approximately  2,000  U.S.P.  Units 
of  insulin. 

(4)  If  the  batch  is  to  be  protamine  zinc 
Insulin  suspension  or  lsophane  insulin 
suspension,  the  lot  of  protamine  used  as 
an  ingredient  of  the  trial  mixture  re¬ 
ferred  to  in  paragraph  (d)  (3)  or  (7)  of 
this  section;  in  a  quantity  of  approxi¬ 
mately  2  grams. 

(5)  If  the  batch  is  to  be  globin  zinc 
insulin  injection,  a  trial  mixture  made 
from  the  master  lot  or  mixture  referred 


to  in  paragraph  (d)(1)  of  this  section, 
globin,  zinc  chloride,  hydrochloric  acid, 
glycerin,  and  phenol  or  cresol,  which 
mixture  is  Intended  to  be  accurately  rep¬ 
resentative  of  the  mixture  which  will 
constitute  the  finished  batch;  in  a  quan¬ 
tity  containing  approximately  2,000 
U.S.P.  Units  of  insulin. 

(6)  If  the  batch  is  to  be  globin  zinc 
Insulin  injection,  the  lot  of  globin  hydro¬ 
chloride  from  which  the  globin  is  to  be 
prepared  for  use  as  an  ingredient  of  the 
trial  mixture  referred  to  in  paragraph 
(d)  (5)  of  this  section;  in  a  quantity  of 
approximately  5  grams. 

(7)  If  the  batch  is  to  be  lsophane  in¬ 
sulin  suspension,  a  trial  mixture  which 
is  intended  to  be  accurately  representa¬ 
tive  of  the  finished  batch;  in  a  quantity 
of  approximately  2,500  U.S.P.  Units  of 
insulin. 

(8)  If  the  batch  is  to  be  insulin  zinc 
suspension,  prompt  insulin  zinc  suspen¬ 
sion,  or  extended  insulin  zinc  suspension, 
a  trial  mixture  which  is  Intended  to  be 
accurately  representative  of  the  finished 
batch;  in  a  quantity  of  approximately 
50  milliliters. 

(9)  The  finished  batch;  for  all  tests 
except  sterility,  not  less  than  10  retail 
packages. 

(10)  The  finished  batch  for  sterility 
testing.  20  retail  packages,  collected  at 
approximately  equal  intervals  through¬ 
out  each  filling  operation  (as  defined  by 
the  UJSP.),  except  that  if  it  is  insulin 
injection  containing  500  U.SP.  Units  of 
insulin  per  milliliter,  in  lieu  of  the  volume 
contained  in  the  retail  package  each 
such  container  may  contain  an  amount 
of  drug  that  is  less  than  that  contained 
in  the  retail  package  but  in  no  case  less 
than  5  milliliters. 

(e)  Except  as  otherwise  provided  by 
paragraphs  (g)  and  (h)  of  this  section, 
a  person  who  requests  certification  shall 
submit  in  connection  with  his  request  re¬ 
sults  of  the  tests  and  assays  listed  after 
each  of  the  following  materials,  made  by 
him  on  a  sample  of  such  material: 

(1)  The  master  lot  or  mixture,  re¬ 
ferred  to  in  paragraph  (d)(1)  of  this  sec¬ 
tion:  Ash,  nitrogen,  potency,  pH,  steril¬ 
ity,  and  zinc.  If  such  master  lot  or  mix¬ 
ture  is  a  solution;  ash,  moisture,  nitrogen, 
potency,  and  zinc,  if  such  master  lot  or 
mixture  is  a  solid. 

(2)  A  trial  dilution  of  such  master  lot 
or  mixture,  of  the  potency  of  the  trial 
dilution  referred  to  in  paragraph  (d)  (2) 
of  this  section:  Nitrogen,  pH,  and 
potency. 

(3)  If  the  batch  is  to  be  protamine  zinc 
insulin  suspension,  the  trial  mixture  re¬ 
ferred  to  in  paragraph  (d)  (3)  of  this 
section:  Nitrogen,  pH,  zinc,  and  biolog¬ 
ical  reaction  (by  the  test  prescribed  in 
the  U.SP.) . 

(4)  If  the  batch  is  to  be  protamine  zinc 
Insulin  suspension  or  lsophane  insulin 
suspension,  the  protamine  referred  to  in 
paragraph  (d)(4)  of  this  section:  Mois¬ 
ture,  nitrogen,  and  sulfate. 

(5)  If  the  batch  is  to  be  globin  zinc 
Insulin  injection  the  trial  mixture  re¬ 
ferred  to  in  paragraph  (d)(5)  of  this 
section:  Nitrogen,  pH,  zinc,  and  biolog- 


11753 

ical  reaction  (by  the  test  prescribed  in 
the  NJ.) . 

(6)  If  the  batch  is  to  be  globin  zinc 
insulin  injection,  the  globin  hydrochlo¬ 
ride  referred  to  in  paragraph  (d)  (6)  of 
this  section:  Moisture,  nitrogen,  chloride, 
and  ash. 

(7)  If  the  batch  is  to  be  lsophane  in¬ 
sulin  suspension,  the  trial  mixture  re¬ 
ferred  to  in  paragraph  (d)(7)  of  this 
section:  Nitrogen,  pH,  zinc,  lsophane  ra¬ 
tio  of  the  protamine  to  the  master  lot 
or  mixture  (by  the  test  prescribed  in 
§  429.30(c)),  and  biological  activity  of 
the  supernatant  liquid  (by  the  test  pre¬ 
scribed  in  the  USP.). 

(8)  If  the  batch  is  to  be  insulin  zinc 
suspension,  prompt  insulin  zinc  suspen¬ 
sion,  or  extended  insulin  zinc  suspension, 
the  trial  mixture  referred  to  in  para¬ 
graph  (d)  (8)  of  this  section:  Nitrogen, 
pH,  zinc,  zinc  in  the  supernatant  liquid 
and  insulin  not  extracted  by  buffered 
acetone  solution. 

(9)  The  finished  batch:  Nitrogen,  pH, 
sterility;  and  if  the  batch  is  protamine 
zinc  insulin  suspension,  globin  zinc  insu¬ 
lin  injection,  lsophane  insulin  suspen¬ 
sion,  insulin  zinc  suspension,  prompt  in¬ 
sulin  zinc  suspension,  or  extended  insulin 
zinc  suspension,  zinc. 

(f)  The  results  of  tests  and  assays  for 
the  following  shall  be  reported  in  the 
terms  indicated: 

(1)  Ash  (except  globin  hydrochlo¬ 
ride) — milligrams  per  1,000  U.SP.  Unite 
of  insulin. 

(2)  Ash  in  globin  hydrochloride — per¬ 
cent  by  weight. 

(3)  Chloride — percent  by  weight  as 
HC1. 

(4)  Insulin  not  extracted  by  buffered 
acetone  solution — percent  of  total  nitro¬ 
gen  of  the  preparation  not  extracted  by 
buffered  acetone  solution. 

(5)  lsophane  ratio — milligrams  of  pro¬ 
tamine  per  100  U.SP.  Units  of  insulin. 

(6)  Moisture — percent  by  weight. 

(7)  Nitrogen  (except  in  globin  hydro¬ 
chloride  and  protamine)  — milligrams  per 
milliliter  in  the  cases  of  solutions  and 
suspensions,  and  percent  by  weight  in  the 
case  of  solids. 

(8)  Nitrogen  in  globin  hydrochloride — 
percent  by  weight,  calculated  to  a  mois¬ 
ture-free,  ash-free,  chloride-free  basis. 

(9)  Nitrogen  in  protamine — percent  by 
weight,  calculated  to  a  moisture-free 
basis. 

(10)  Potency — USP.  Units  of  insulin 
per  milliliter  in  the  case  of  solutions, 
and  U.SP.  Units  of  insulin  per  milligram 
in  the  case  of  solids. 

(11)  pH. 

(12)  Sulfate — percent  by  weight  as 
SO,,  calculated  to  a  moisture-free  basis. 

(13)  Zinc — milligrams  per  milliliter  in 
the  cases  of  solutions  and  suspensions, 
and  percent  by  weight  in  the  case  of 
solids. 

(g)  (1)  No  sample  referred  to  in  para¬ 
graph  (d)  (1)  to  (8),  Inclusive,  of  this 
section,  and  no  result  referred  to  in  para¬ 
graph  (e)  (1)  to  (8),  Inclusive,  of  this 
section,  is  required  if  such  sample  or  re¬ 
sult  has  been  submitted  in  connection 
with  a  previous  request  for  certification. 
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No  sample  referred  to  In  paragraph  (d) 

(3)  of  t.hls  section,  and  no  result  referred 
to  in  paragraph  Ce)  (3)  of  this  section. 
Is  required  if  the  batch  is  to  be  protamine 
zinc  Insulin  suspension  containing  80 
U.S.P.  Units  of  insulin  per  milliliter  and 
the  Commissioner  has  previously  ap¬ 
proved  a  trial  mixture  referred  to  In 
paragraph  (d)  (3)  of  this  section  con¬ 
taining  40  U.S.P.  Units  of  Insulin  per 
milliliter,  prepared  from  the  same  ma¬ 
terials  and  in  the  same  manner  (except 
for  adjustment  of  pH  of  the  buffer  so¬ 
lution)  as  such  batch  containing  80 
U.SP.  Units  of  insulin  per  milliliter  is 
to  be  made.  No  sample  referred  to  in 
paragraph  <d >  < 5 )  of  this  section  and  no 
result  referred  to  in  paragraph  (e)  (5)  of 
this  section,  is  required  if  the  batch  1s  to 
be  globin  zinc  insulin  injection  contain¬ 
ing  80  U.S.P.  Units  of  Insulin  per  milli¬ 
liter  and  the  Commissioner  has  previ¬ 
ously  approved  a  trial  mixture  referred 
to  in  paragraph  (d)(5)  of  this  section 
containing  40  U.S.P.  Units  of  insulin  per 
milliliter,  prepared  from  the  same  ma¬ 
terials  and  in  the  same  manner  as  such 
batch  containing  80  U.SP.  Units  of  in¬ 
sulin  per  milliliter  is  to  be  made.  No 
sample  referred  to  in  paragraph  (d)  (7) 
of  this  section,  and  no  result  referred  to 
in  paragraph  (e)  (7)  of  this  section,  is 
required  if  the  batch  is  to  be  isophane 
insulin  suspension  containing  80  U.SP. 
Units  of  Insulin  per  milliliter  and  the 
Commissioner  has  previously  approved  a 
trial  mixture  referred  to  in  paragraph 
(d)(7)  of  this  section  containing  40 
U.SP.  Units  of  insulin  per  milliliter,  pre¬ 
pared  from  the  same  materials  and  in 
the  same  manner  as  such  batch  contain¬ 
ing  80  U.SP.  Units  of  insulin  per  milli¬ 
liter  is  to  be  made. 

•(2)  Each  sample  submitted  pursuant 
to  this  section  shall  be  so  packaged  as  to 
maintain  its  representative  character, 
and  in  the  case  of  any  solution  or  sus¬ 
pension,  shall  be  collected  and  packaged 
under  aseptic  conditions.  Each  package 
shall  be  clearly  identified  as  to  its  con¬ 
tents  and  shall  bear  the  name  and  post 
office  address  of  the  person  submitting 
the  request. 

(3)  The  packages  constituting  the 
samples  submitted  pursuant  to  para¬ 
graph  (d)  (9)  of  this  section  shall  be 
collected  at  such  intervals  that  the 
quantities  packaged  between  collections 
are  approximately  equal;  in  no  case  shall 
any  such  quantity  be  more  than  10,000 
packages.  The  collections  shall  cover 
the  entire  period  of  packaging. 

(4)  Each  sample  submitted  pursuant 
to  paragraph  (d)  (2),  (3),  (5),  (7)  and 
(8)  of  this  section  shall  be  accompanied 
by  a  statement  showing  the  identity, 
quality,  and  quantity  of  each  substance 
used  as  an  ingredient  or  as  a  component 
of  an  Ingredient  In  the  material  from 
which  the  sample  was  taken. 

(5)  If  the  tests  and  assays,  results  of 
which  are  submitted  pursuant  to  para¬ 
graph  (e)  (2)  of  this  section,  were  not 
made  on  the  same  trial  dilution  as  that 
from  which  the  sample  submitted  pur¬ 
suant  to  paragraph  (d)  (2)  of  this  sec¬ 
tion  was  taken,  such  sample  shall  be 


accompanied  by  a  statement  showing  the 
identity,  quality,  and  quantity  of  each 
substance  used  as  an  ingredient  or  as  a 
component  of  an  Ingredient  of  the  trial 
dilution  on  which  such  tests  and  assays 
were  made. 

(6)  The  value  for  nitrogen  submitted 
pursuant  to  paragraph  (e)  (1)  and  (2) 
of  this  section  may  be  calculated  from 
the  result  of  a  test  therefor  submitted 
pursuant  to  either  paragraph  (e)  (1)  or 

(2)  of  this  section.  The  result  on  po¬ 
tency  required  under  paragraph  (e)(1) 
of  this  section  may  be  calculated  from 
an  assay  therefor  submitted  pursuant  to 
paragraph  (e)  (2)  of  this  section.  The 
value  of  each  of  the  components  nitrogen 
and  zinc,  to  the  extent  required  under 
paragraph  (e)(9)  of  this  section,  may  be 
calculated  from  the  result  of  a  test  there¬ 
for  submitted  pursuant  to  paragraph  (e) 

(3) ,  or  (5),  or  (7)  or  (8)  of  this  section 
or  from  the  result  of  a  test  of  the  bulk  di¬ 
lution  from  which  the  batch  was  pre¬ 
pared.  The  value  for  nitrogen  required 
under  paragraph  (e)(9)  of  this  section 
may.  if  the  batch  is  insulin  injection, 
insulin  zinc  suspension,  prompt  insulin 
zinc  suspension,  or  extended  insulin  zinc 
suspension,  be  calculated  from  a  test 
therefor  submitted  pursuant  to  either 
paragraph  (e)  (1)  or  (2)  of  this  section. 
Each  calculated  value  shall  be  indicated 
as  such. 

(7)  The  information  required  under 
paragraph  (c)  (1),  (2),  and  (3)  of  this 
section,  and  the  samples  and  results  of 
tests  and  assays  required  under  para¬ 
graphs  (d)  (1)  and  (2)  and  (e)  (1)  and 

(2)  of  this  section,  should  be  submitted 
before  submission  of  the  samples  and 
results  required  in  paragraphs  (d)  (3) 
to  (8),  inclusive,  of  this  section  and  (e) 

(3)  to  (8),  Inclusive,  of  this  section;  and 
the  samples  and  results  required  under 
paragraphs  (d)  (3)  to  (8) ,  inclusive,  and 
(e)  (3)  to  (8) ,  inclusive,  should  be  sub¬ 
mitted  before  submission  of  the  informa¬ 
tion,  samples,  and  results  required  under 
paragraphs  (c)  (4)  and  (5),  (d)  (9)  and 
(10) ,  and  (e)  (9)  of  this  section.  All  in¬ 
formation,  including  results  of  tests  and 
assays  (except  results  of  tests  for  steril¬ 
ity),  required  under  this  section  should 
be  submitted  at  the  same  time  as  the 
samples  to  which  they  relate  are  sub¬ 
mitted. 

(h)  The  person  who  requests  certifi¬ 
cations  shall  submit  such  information 
additional  to  that  submitted  pursuant  to 
paragraphs  (b),  (c),  (e),  and  (g)  of  this 
section,  such  additional  samples  of  any 
substance  referred  to  in  paragraph  (d) 
of  this  section,  and  such  samples  of  any 
other  substance  used  or  to  be  used  as  an 
ingredient  or  as  a  component  of  an  in¬ 
gredient  in  the  batch,  as  the  Commis¬ 
sioner  may  require  for  the  purpose  of 
investigations  to  determine  whether  or 
not  such  jatch  complies  with  the  re¬ 
quirement®  set  forth  by  $  429.41  for  the 
issuance  of  a  certificate. 

(i)  After  a  sample  required  by  para¬ 
graph  (d)  of  this  section  is  taken  from 
any  master  lot  or  mixture  of  parts  of 
two  or  more  master  lots,  such  master  lot 
or  master  lots  and  all  parts  thereof,  and 


all  dilutions  and  batches  and  all  parts 
thereof  in  which  any  such  master  lot  is 
used  as  an  Ingredient  or  as  a  component 
of  an  ingredient,  shall  be  stored  at  the 
establishment  where  manufactured  un¬ 
til  used  up  or  shipped  or  otherwise  deliv¬ 
ered,  at  a  temperature  above  freezing 
but  not  above  15*  C.  (59*  P.),  and  under 
such  other  conditions  as  prevent,  so  far 
as  practicable,  any  change  in  composi¬ 
tion;  except  that  master  lots  and  parts 
thereof  which  are  solids  may  be  stored 
at  ordinary  room  temperatures. 

(J)  As  promptly  as  practicable  after 
the  samples  submitted  pursuant  to  para¬ 
graph  (d)  (1)  and  (2)  of  this  section, 
and  any  other  material  or  information 
relative  thereto  that  may  be  required 
under  this  section,  are  received  by  the 
Commissioner,  he  shall  notify  the  person 
who  submitted  such  samples  of  his  ap¬ 
proval  or  refusal  to  approve  the  use  of 
the  master  lot  or  mixture  for  the  making 
of  bulk  dilutions.  In  case  of  a  refusal 
to  approve,  the  Commissioner  shall  state 
his  reasons  therefor. 

(k)  In  like  manner,  the  Commissioner 
shall  notify  the  person  who  submits 
samples  pursuant  to  paragraph  (d)  (3) 
to  (8).  inclusive,  of  this  section  of  his 
approval  or  refusal  to  approve  the  use 
of  the  materials  represented  by  such 
samples  in  completing  the  manufacture 
of  the  batch.  In  case  of  a  refusal  to 
approve,  the  Commissioner  shall  state 
his  reasons  therefor. 

(l)  If,  under  the  provisions  of  para¬ 
graph  (J)  or  (k)  of  this  section,  the 
Commissioner  has  refused  to  approve 
any  material  for  use  in  a  subsequent  op¬ 
eration,  he  shall  examine  no  other  sam¬ 
ple  required  hereunder  which  Includes 
such  material  as  an  ingredient  or  com¬ 
ponent  of  an  ingredient,  unless  and  until 
the  person  requesting  certification  makes 
an  adequate  showing  that  the  cause  for 
such  refusal  no  longer  exists. 

§  429.41  Certifications. 

(a)  If  it  appears  to  the  Commissioner, 
after  such  investigation  as  he  considers 
necessary,  that; 

(1)  The  information  (including  re-  ■ 
suits  of  tests  and  assays)  and  the 
samples  required  by  or  pursuant  to 

§  429.40  have  been  submitted,  and  such 
information  contains  no  untrue  state¬ 
ment  of  a  material  fact; 

(2)  The  batch  complies  with  the  regu¬ 
lations  in  this  Part  429  and  conforms  to 
the  standards  of  identity,  quality, 
strength,  and  purity  for  insulin  injection, 
protamine  zinc  insulin  suspension,  globin 
zinc  insulin  injection,  isophane  insulin 
suspension,  insulin  zinc  suspension, 
prompt  insulin  zinc  suspension,  or  ex¬ 
tended  insulin  zinc  suspension; 

the  Commissioner  shall  certify  that  such 
batch  is  safe  and  efficacious  for  use,  sub¬ 
ject  to  such  conditions  on  the  effective¬ 
ness  of  such  certifications  as  are  set  forth 
in  §  429.45,  and  shall  issue  to  the  person 
who  requested  it  a  certificate  to  that 
effect. 

(b)  If  the  Commissioner  determines, 
after  such  investigation  as  he  considers 
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to  be  necessary,  that  the  Information 
submitted  pursuant  to  §  429.40  or  the 
batch  covered  by  such  request,  does  not 
comply  with  the  requirements  set  forth 
in  paragraph  (a)  of  this  section  for  the 
issuance  of  a  certificate,  the  Commis¬ 
sioner  shall  refuse  to  certify  such  batch 
and  shall  give  notice  thereof  to  the  per¬ 
son  who  requested  certification,  stating 
his  reasons  for  refusal. 

(c)  Upon  the  request  of  the  manufac¬ 
turer,  the  Commissioner  shall  certify  as 
a  “batch”  a  master  lot,  which  has  been 
approved  in  accordance  with  §  429.40(j) 
as  safe  and  efficacious  for  use  in  prep¬ 
aration  of  an  insulin-containing  drug, 
subject  to  the  conditions  on  the  effective¬ 
ness  of  such  certifications  as  are  set  forth 
in  §  429.45(a)  (1)  and  (b)  (4). 

(d)  For  the  purposes  of  his  investiga¬ 
tions  under  the  authority  of  this  section, 
the  Commissioner  may  accept,  when  he 
is  satisfied  as  to  the  completeness  and 
accuracy  thereof,  the  results  of  any  tests 
or  assays  made  by  the  control  laboratory 
of  the  TnsiiUn  Committee  of  the  Univer¬ 
sity  of  Toronto. 

§  429.45  Conditions  on  the  effectiveness 
of  certificates. 

(a)  A  certificate  shall  not  become 
effective: 

(1)  If  it  is  obtained  through  fraud,  or 
through  misrepresentation  or  conceal¬ 
ment  of  a  material  fact. 

(2)  With  respect  to  any  package,  un¬ 
less  its  immediate  container  complies 
with  the  requirements  of  §  429.10  and 
such  package  or  such  immediate  con¬ 
tainer  has  been  so  sealed  that  its  con¬ 
tents  cannot  be  used  without  destroying 
such  package  or  seal. 

(3)  With  respect  to  any  package,  un¬ 
less  its  label  and  labeling  bear  all  words, 
statements,  and  other  information,  and 
are  distinguished  by  the  color  or  colors, 
required  by  §§  429.11  and  429.12. 

(b)  A  certificate  shall  cease  to  be 
effective:  (1)  With  respect  to  any  pack¬ 
age  of  Insulin  injection,  protamine  zinc 
insulin  suspension,  globlln  zinc  insulin 
injection,  lsophane  insulin  suspension. 
Insulin  zinc  suspension,  prompt  insulin 
zinc  suspension,  or  extended  insulin  zinc 
suspension  on  the  expiration  date  speci¬ 
fied  in  the  U.SP.  or  N.F. 

(2)  With  respect  to  any  package, 
when  such  package  or  the  seal  thereof 
or  the  immediate  container  therein  or 
the  seal  of  the  immediate  container  is 
broken,  or  when  its  label  or  labeling 
ceases  to  conform  to  any  requirement  of 
§  429.11  or  §  429.12. 

(3)  With  respect  to  any  package, 
when  the  drug  therein  so  changes  that  it 
falls  to  meet  the  standards  of  identity, 
strength,  quality,  and  purity  upon  the 
basis  of  which  the  batch  was  certified; 
except  that  those  minor  changes  in 
potency  (not  exceeding  10  percent  from 
the  potency  stated  on  the  label,  in  the 
case  of  insulin  injection)  which  occur 
before  the  expiration  date,  and  which  are 
normal  and  unavoidable  in  good  storage 
and  distribution  practice,  shall  be  dis¬ 
regarded.' 

(4)  With  respect  to  a  master  lot  of 
insulin,  5  years  after  date  of  issue  if  the 


master  lot  is  a  solution,  or  10  years  after 
date  of  issue  if  the  master  lot  is  a  solid. 

§  429.47  Authority  to  refuse  certifica¬ 
tion  service. 

When  the  Commissioner  finds,  after 
giving  notice  and  opportunity  for  hear¬ 
ing,  that  a  person  has : 

(a)  Obtained  or  attempted  to  obtain 
a  certificate  through  fraud,  or  through 
misrepresentation  or  concealment  of  a 
material  fact; 

(b)  Falsified  the  records  required  to 
be  kept  by  §  429.60;  or 

(c)  Failed  to  keep  such  records  or  to 
make  them  available,  or  to  accord  full 
opportunity  to  make  an  inventory  of 
stocks  on  hand  or  otherwise  to  check  the 
correctness  of  such  records,  as  required 
by  such  section; 

the  Commissioner  may  immediately  sus¬ 
pend  service  to  such  person  under  the 
regulations  in  this  part,  and  may  con¬ 
tinue  such  suspension  unless  and  until 
such  person  shows  adequate  cause  why 
such  suspension  should  be  terminated. 

Subpart  F — Administrative  Procedures 
§  429.50  Hearing  procedure. 

Hearings  held  pursuant  to  §  429.47  will 
be  conducted  in  accordance  with  the 
rules  provided  in  Part  314  of  this  chapter. 

§  429.55  Fees. 

(a)  (1)  Fees  for  the  services  rendered 
under  the  regulations  in  this  part  shall 
be  such  as  are  necessary  to  provide, 
equip,  and  maintain  an  adequate  certifi¬ 
cation  service. 

(2)  Whenever  in  the  judgment  of  the 
Commissioner  the  ratio  between  fees  col¬ 
lected  (which  are  based  upon  experience 
and  the  best  estimate  of  costs  and  the 
best  estimate  of  earnings)  and  the  costs 
of  providing  the  service  during  an  elapsed 
period  of  time.  In  the  light  of  all  circum¬ 
stances  and  contingencies,  warrants  a 
refund  from  the  fund  collected  during 
such  period,  he  shall  make  ratable  re¬ 
funds  to  those  persons  to  whom  the  serv¬ 
ices  were  rendered  and  charged. 

(b)  Fees  for  the  services  rendered  with 
respect  to  the  samples  submitted  pursu¬ 
ant  to  §  429.40(d)  shall  be: 

(1)  For  each  master  lot  or  mixture  of 
two  or  more  master  lots  or  parts  thereof, 
as  follows: 

(1)  $50  if  the  master  lot  or  mixture  has 
not  been  previously  approved  by  the 
Commissioner. 

(11)  $25  If  the  master  lot  or  mixture 
has  been  previously  certified  by  the  Com¬ 
missioner  in  accordance  with  §  429.41(c) . 

(2)  For  each  trial  dilution,  as  follows: 

(1)  $120  if  the  results  of  an  assay  for 

potency  of  a  trial  dilution  made  by  the 
laboratory  referred  to  in  §  429.41(d)  are 
submitted  or  are  to  be  submitted. 

(ii)  $1,320  if  the  results  referred  to  in 
paragraph  (b)  (2)  (i)  of  this  section  are 
not  submitted  and  are  not  to  be  sub¬ 
mitted. 

(3)  For  each  trial  mixture  of  prota¬ 
mine  zinc  Insulin  suspension,  as  follows: 

(1)  $120  if  the  results  of  tests  for  bio¬ 
logical  reactions  made  by  the  laboratory 
referred  to  in  §  429.41(d)  are  submitted 
or  are  to  be  submitted. 


(ii)  $1,320  if  the  results  referred  to  In 
paragraph  (b)  (3)  (i)  of  this  section  are 
not  submitted  and  are  not  to  be  sub¬ 
mitted. 

(4)  $140  for  each  lot  of  protamine. 

(5)  $350  for  each  trial  mixture  of  iso- 
phane  insulin  suspension. 

(6)  For  each  trial  mixture  of  globln 
zinc  Insulin  injection,  as  follows: 

(i)  $120  if  the  results  of  tests  for  bio¬ 
logical  reactions  made  by  the  laboratory 
referred  to  in  §  429.41(d)  are  submitted 
or  are  to  be  submitted. 

(ii)  $1,320  if  the  results  referred  to  In 
paragraph  (b)  (6)  (i)  of  this  section  are 
not  submitted  and  are  not  to  be  sub¬ 
mitted. 

(7)  $140  for  each  lot  of  globln  hydro¬ 
chloride. 

(8)  $210  for  each  trial  mixture  of  in¬ 
sulin  zinc  suspension,  prompt  insulin  zinc 
suspension,  and  extended  insulin  zinc 
suspension. 

(9)  Ten  dollars  for  each  package  in 
the  sample  of  the  finished  batch  submit¬ 
ted  for  all  tests  except  sterility;  $58.80 
for  all  the  packages  in  the  sample  sub¬ 
mitted  for  the  initial  sterility  test  in 
accordance  with  §  429.40(d)  (10) ;  and 
$117.60  for  all  packages  in  the  sample 
submitted  for  any  repeat  sterility  test,  if 
necessary,  in  accordance  with  the  U.S.P. 
or  N.F. 

Except  as  otherwise  provided  by  para¬ 
graph  (c)  of  this  section,  each  request 
for  certification  submitted,  or  the  initial 
sample  or  samples  submitted  in  connec¬ 
tion  therewith  pursuant  to  §  429.40(d), 
whichever  is  sent  first  to  the  Commis¬ 
sioner,  shall  be  accompanied  by  such  fees 
as  are  prescribed  in  specific  amounts  for 
the  samples.  If  the  Commissioner  con¬ 
siders  that  investigations  or  additional 
samples  are  necessary  to  determine 
whether  or  not  such  batch  complies  with 
the  requirements  of  §  429.41  for  the  issu¬ 
ance  of  a  certificate,  the  fee  shall  Include 
the  cost  of  such  Investigations. 

(c)  A  person  requiring  continuing 
certification  services  may  maintain  an 
advance  deposit  of  the  estimated  costs 
of  such  services  for  a  period  of  2  months 
or  more.  Such  deposits  shall  be  debited 
with  fees  for  services  rendered,  but  shall 
not  be  debited  for  any  fee  the  amount  of 
which  is  not  definitely  specified  in  these 
regulations  unless  the  depositor  has  pre¬ 
viously  requested  the  performance  of 
the  services  to  be  covered  by  such  fee. 
A  monthly  statement  for  each  such  ad¬ 
vance  deposit  shall  be  rendered. 

(d)  The  unearned  portion  of  any  ad¬ 
vance  deposit  made  pursuant  to  para¬ 
graph  (b)  or  (c)  of  this  section  shall  be 
refunded  to  the  depositor  upon  his  ap¬ 
plication. 

(e)  All  advance  deposits  required  by 
the  regulations  in  this  Part  429  shall  be 
paid  by  money  order,  bank  draft,  or 
certified  check  drawn  to  the  order  of  the 
Food  and  Drug  Administration,  collecti¬ 
ble  at  par  at  Washington,  D.C.  All  de¬ 
posits  shall  be  forwarded  to  the  Food  and 
Drug  Administration,  Department  of 
Health,  Education,  and  Welfare,  Wash¬ 
ington,  DC  20204,  whereupon  after  mak¬ 
ing  appropriate  record  thereof  they  will 
be  transmitted  to  the  Chief  Disbursing 
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Officer,  Division  of  Disbursement,  Treas¬ 
urer  of  the  United  States,  for  deposit  to 
the  special  account  “Salaries  and  Ex¬ 
penses,  Certification,  Inspection  and 
Other  Services,  Food  and  Drug  Adminis¬ 
tration.” 

Subpart  G — Records 
§  429.60  Records  of  distribution. 

(a)  The  person  to  whom  a  certificate  Is 
Issued  shall  keep  complete  records  show¬ 
ing  each  shipment  and  other  delivery 
(Including  exports)  of  each  batch  or 
part  thereof,  by  the  person  requesting 
certification,  and  showing  each  such 
shipment  and  delivery  into,  or  from  any 
place  in,  any  State  or  Territory,  made 
by  any  person  subject  to  his  control, 
Including  records  showing  the  date  and 
quantity  of  each  such  shipment  and  de¬ 


livery  and  the  name  and  post  office 
address  of  the  person  to  whom  such 
shipment  or  delivery  was  made. 

(b)  Upon  the  request  of  any  officer  or 
employee  of  the  Food  and  Drug  Admin¬ 
istration  or  of  any  other  officer  or  em¬ 
ployee  of  the  United  States,  acting  on 
behalf  of  the  Secretary,  the  person  to 
whom  a  certificate  is  issued,  at  all  rea¬ 
sonable  hours  within  2  years  after  dis¬ 
posal  of  all  the  batch  covered  by  such 
certificate,  shall  make  such  records 
available  to  any  such  officer  or  employee, 
and  ahaii  accord  to  such  officer  or  em¬ 
ployee  full  opportunity  to  make  inven¬ 
tory  of  stocks  of  such  batch  on  hand  and 
otherwise  to  check  the  correctness  of 
such  records. 

[FR  Doc.74-7383  Filed  3-28-74;8:45  am] 


FEDERAL  REGISTER,  VOL  39,  NO.  62 — FRIDAY,  MARCH  29,  1974 


